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1. BCTYII

B octanHi [jecsiTupiuus 6i0TeXHOIOTiUHI JiKapchKi 300U CTPIMKO BXOZSTH
[0 apceHany TNPAaKTUYHOI MeJWIMHM. X TMosBa IOB’S3aHa i3 3aCTOCYBAHHAM
IHHOBAL[IMHUX MeJUUHUX TEXHOJIOTiM Ta CTBOPW/IA HOBI MOXXK/TMBOCTI JIIKyBaHHS Ta
Npo(iJTaKTUKU TSHKKHX, YaCTO HEBU/TIKOBHUX, 3aXBOPIOBaHb.

BaxiuBuM  [jid CyCHiIbCTBA €  PO3BUTOK  PHUHKY  BiJITBOPEHUX
bioTexHosoriuHux (6iosiorivHO MOAiOHMX) MiKapCHKUX 3aCc00iB SIKi MiCTATBH B SIKOCTi
aKTHUBHOI CyOCTaHIIil OilKH.

OtpumaHi 3a goroMoror 6ioTexHoJsoriii BiATBOpeHi OiosioriuHi JiKapchKi
3acobu, 10 MOXyTb OyTM [03BOJIeHi [0 MeAWUYHOTO 3aCTOCYBaHHS ITiC/s
3aBepIleHHsI TePMiHY [il NaTeHTy Ha OPUTriHa/JbHY aKTMBHY DEUYOBHUHY (ITATEHTHOTO
3aXMCTy OPUTiHA/ILHOTO Tperiapary), Ha3WBalTh 0i0CUMiIIpaMH.

Yepe3 KOMIIIEKCHICTh 6iooriunux /likapchKux 3acobiB / ylikapCchKux 3acobiB,
OJlep>KaHUX IIUISXOM OiOTeXHOJIOTiM, TeHepUUHUN IIAXiA € A1 IUX JIiKapChKUX
3ac00iB  HENMpPUUHATHUM 3 HAyKOBOI TOUKM 30py. B 1[bOMy BUIIAAKy
BUKOPHUCTOBYETbCS KOHIIEIIlis «0io/oriuHo mMofiiOHOTO JiKapchKOTo 3acoby», sika
IPYHTYETBHCS Ha MPOBEJEHHI MOPiBHIHHS.

Cniz Bifi3HAUUTH, 1110 3a CBOIM BH3HaueHHsM OionoriuyHo mofiOHi JlikapchKi
3acobu He € reHepUYHUMM JTiIKaDCHbKUMM 3ac00aMM, OCKi/IbKM MO>KHA MPHUITyCKaTU
icHyBaHHA He3HauHMX BiZMiHHOCTeM MiXK OiosioriuHO TOAIOHMMU JliKapCHKUMU
3acobamu, 1110 BUTOTOBJ/IEHI Pi3HMMM BUPOOHMKaMHU, i BiAMiHHOCTeM Bif| JTiKapChbKUX
3aco0iB MOpPiBHAHHSA, SIKi MOXKYTb OyTH HEOUeBHIAHWUMH [0 THX TIip, MIOKU He Oyze
HaKOTIMUeHO Oisbille 0CBiy B iX 3aCTOCYBaHHi.

B mporjeci crtBopenHsi 6ionoriuHo mofiOHOroO JiKapCchbKOro 3acoly s
MiATBeppKeHHsT Horo 0e3rmevyHoCTi Ta eeKTUBHOCTI BaXk/IvMBe MicIie 3aiMaroTh
JOKJTiHIUHI Ta K/IiHiuHI BUMpOOyBaHHs. BpaxoByouu 3a3HaueHe, aKTya/JlbHUM €
BH3HAUeHHS Ta OOTPYHTYBaHHS METOAUYHHUX ITiIXO/IB /10 JOK/TiHIUHUX Ta KIiHIYHUX
JocimpKkeHb 6iooriuHo TOAiOHMX JIIKApCHKUX 3aco0iB, fAKi MiCTATb B SIKOCTi
aKTUBHOI CcyOcTaHIiil 6i/IKM, OTpHUMaHi 3a JOTIOMOTol0 6i0TeXHOJIOTiH.

Lli meToANYHI peKOMeHJaLlil yK/azJeHi BIAMOBIAHO A0 3akKoHY YKpaiHu «IIpo
miKapceKi 3acobu» (124/96-BP), «IlopsigKy TipoBefieHHSI JOK/TiHIUHOTO BHUBUEHHS

JiKapChKUX 3aC00iB Ta eKCIIepTU3U MaTepiasliB JOK/TiHIYHOTO BUBUEHHS JTiIKapChKUX

3acobiB», 3aTBep/ykeHOro HakazoM MO3 VYkpainu Big 14.12.2009 p. Ne 944



(3apeecTpoBanuii y MiHicTepcTBi rocTuliii Ykpainu 3a Ne 53/17348 Big 19.01.2010),
«[TopsaKy TIpoBeZieHHs K/TiHIYHUX BUTIPOOYBaHb JIiKapChKUX 3ac00iB Ta eKCIiepTU3n
MarepiamiB K/IiHiUHUX BUIPOOYBaHb», 3aTBePIKeHOro HakazoM MO3 Ykpainu Bif
23.09.2009 p. Ne 690 (3apeectpoBaHuii y MiHicTepcTBi rOCTHUILI YKpaiHu 3a Ne
1010/17026 Bim 29.10.2009), «HacrtanoBu. Jlikapceki 3aco6u. HamexHa
nabopatopHa mpaktuka CT-H MO3Y : 2008», 3aTBepzpkeHoi Hakazom MO3
Ykpainm Big 16.02.2009 Ne95, Bumor [IupektrBu €Bporneiickkoro IlapiameHTy Ta
Pagu €C 2001/83/EC 3 mornipaBkamMu, «Guideline on similar biological medicinal
products» (CHMP/437/04/), «Guideline on similar biological medicinal products
containing biotechnology-derived proteins as active substance: non-clinical and
clinical issues» (EMEA/CHMP/BMWP/42832/2005), «Guideline on non-clinical
and clinical development of similar biological medicinal products containing low-
molecular-weight-heparins EMEA/CHMP/BMWP/118264/2007)», «Guideline on
non-clinical and clinical development of similar biological medicinal products
containing recombinant erythropoietins (Revision)
(EMEA/CHMP/BMWP/301636/2008)», «Guidance on similar medicinal products
containing recombinant human soluble insulin
(EMEA/CHMP/BMWP/32775/2005)», «Guidance on similar medicinal products
containing somatropin (EMEA/CHMP/BMWP/94528/2005)», «Non-clinical and
clinical development of similar medicinal products containing recombinant
interferon alfa (EMEA/CHMP/BMWP/102046/2006)» Ta «Guidance on similar
medicinal products containing recombinant granulocyte-colony stimulating factor
(EMEA/CHMP/BMWP/31329/2005)».

BUpOOHMK MO>Ke TIPUMHATH pillleHHsI TTPO PO3pO0Ky HOBOro 0OiosioriuHoro
MiKapCcbKoro 3aco0y, sSIKHMM, SIK CTBEPKYETbCS, € MoAiOHNM (biosoriuHo mogioHuM
niKapchKuM 3acob0M) 3a sKicTiO, Ge3reuHicTio Ta eeKTUBHICTIO [0 JIiKapChKOTO

3aco0y MOpPiBHSAHHS.

Bionoriuno moxibHi JTikapceKi 3aco0M BUPOO/SIOTE Ta KOHTPOJIIOIOTH
BiZIMOBiIHO /10 iX BiacHOi mporpamu po3poOku. HeoOxiZiHO mpoBecTH BiJmoBigHe

JOCJTi/KeHHST TIOPiBHSAHHS /1 ZIeMOHCTpallii Toro, 1o OiosoriyHo mofiOHWI Ta
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MKapChKWM 3acid TOpiBHAHHS MalOTh AaHA/IOTiUHI XapaKTePUCTUKH SIKOCTI,
OesrieyHocti Ta edekTuBHOCTI. [TuTaHHsA sIKOCTI y 3B’S3Ky 3 J€MOHCTpaLli€lo
TOPiBHAHHOCTI  Oio/oriuHO  MOAiIOHMX  JIKApCBKMX — 3aco0iB, 10 MiCTSTh
pekoMbOiHaHTHi, orpumani 3 JJHK 6inku, mipefctaBneHi y «HacTaHOBI CTOCOBHO
GiosioriuHo TOAIOHMX JiKapCbKUX 3aco0iB, sKi MICTATH B SIKOCTi aKTHUBHOI
cybcraniii 6inKy, oTpuMaHi 3a [JOTOMOror 0iOTeXHOJIOTiH: THUTaHHS SKOCTi»
(EMEA/CHMP/49348/05). Po3pobiieni METOANYHI peKoMeHarlii
y3arajqbHIOIOTb OCHOBHI TIDUHLMIIA Ta MiAXOAU [Jis TIPOBENEeHHS [OCIIi[IKeHb
NopiBHSHHAS 0e3rmeyHocTi Ta edeKTHMBHOCTI 0ionoriuHO MOAIOHMX JHiKapChKUX

3aco0iB.

MetoauuHi pekoMeHZaLlli IMMI0A0 3arajbHUX T[IPUHLIMIIB [JOK/IIHIYHKUX Ta
K/IiHIUHUX J0C/Ii/HKeHb 0i0/IoTiuHO TMOZAiOHMX J/TiKapChKUX 3aco0iB, sIKi MiCTATh B
AKOCTi aKTWBHOI cCyOcTaHIlii OinK{, OTpWMaHi 3a JOTOMOror OioTexHosorii
BUJIAIOTBCST Briepiiie. PekomeHallii Tipu3HaueHi A5 po3pOOHMKIB (BUPOOHUKIB)
Gionoriuno moOAiOHMX MiKapCbKUX 3aco0iB, $Ki MiCTATb B SIKOCTi aKTHBHOI
cybcranilii 6inKd, oTpuMMaHi 3a JOMOMOror 0iOTexXHOMOrild, JOCTiAHUKIB, SKi
3aliMaroThCsl JOK/IiHIYUHMM Ta K/IiHIYHUM BUBUEHHSIM JiKapCbKuX 3aco6iB, (axiBLiiB
peryJyiSTOpHOro OpraHy Ta eKCIIepTHOI yCTaHOBM YIIOBHOBa)KeHOI Ha IIpOBe/eHHs

eKCIepTHU31 MaTepiasiiB PeeCTPaLiiiHOTO 10ChE.

2. OCHOBHI ITPUHIINIIN

2.1 3acTocyBaHHS KOHIIeMIIii «0i0/10riYHO MOAIOHUX JTIKAPCHKHUX 3aC00iB»

Konnemnijito  «biosiorivHo  mozibHOro  /TiKapcbKOro — 3aco0y»  MOyKHa
3aCTOCOBYBATH TIO BiJJHOIIIEHHIO [0 OyZb-sIKOro 06iosoTivHOro JIiKapchKOro 3aco0y.
Ase, Ha TpaKTHI}, YCIiX TakKoro IigxXoAy A0 po3pobku Oyzae 3amexaTH Bif
3/JaTHOCTi OXapaKTepH3yBaTH 3acib, a OT)Ke MPOJAEeMOHCTPYBaTH IO/AiOHICTh
Bi/ZITTOBiTHUX 3aC00iB.

3a3Buuaii, OiosioriuHi JTiKapckKi 3acobu TiAmAOTBCS — XapaKTePUCTHI
CK/aiHillle, Hi’K XiMiuHi jikapchKi 3acobu. Kpim Toro, cepep pi3HUX JiKapChbKUX

3aco0iB icHye criekTp cKaagHocTi MoJjiekyn (pekombinantHa JIHK, 3aco6w,



oJepXaHi 3 KpoBi abo masMu, iMyHosOriuHi 3acobwm, 3acobu mA1s TeHHOi Ta
K/IITUHHOI Teparii Tomo). TakoX, rapaMeTpd, Taki $IK TPUBUMIpDHa CTPYKTYpa,
Ki/IbKiCTh KHC/IOTHO-OCHOBHHX BapiaHT abo mMicasSTpaHCAsALiMHuX MozudbiKariin,
TaKuX SIK NpO(iib T/IiIKO3W/IHOBAHHS, MOXKYTh 3HAUHOIO MipOH 3MiHUTHUCSI BHACTiZJOK
3MiH, fKi CTIOYaTKy MOJKYTb BBa)KaTHUCSI «HEe3HAUHWMW» B TIpolleci BUPOOHUI[TBA.
TakuMm uuHOM, Tpodins 6e3meyHoCcTi/eeKTUBHOCTI I[UX JIiKapChbKUX 3acobiB
BEJIMKOIO MipOIO 3aJ/Ie)KUTh BiJl CTIMKOCTI i MOHITOPUHTY aCMeKTiB SKOCTi.
Towmy:
— CraHgapTHUN TeHepUYHUM miaxin (JemMoHcTpalliss OioekBiBa/JIeHTHOCTI 3
BUKODUCTAHHSAM JIiKApCHKOTO 3aco0y TOPiBHSAHHS IIIJITXOM TIPOBeZeHHS
BIJIMOBITHUX JIOCII>KEeHb Oiostoriunoi JIOCTYITHOCTI) 3a3BHUYaM
3aCTOCOBYETHCS 10 BiJHOIIEHHIO [I0 JIKAPCBKUX 3aco0iB, OTpHUMaHUX
XiMiuHUM 1IIX0M. Yepe3 KOMIIEKCHICTh 6i0/IOTiUyHMX iKapChbKUX 3acobiB /
niKapchbKuX 3acobiB, o/lep>KaHUX MIITXOM 0i0TeXHOJI0TiH, reHePUYHUN MiaxXif
€ IJid 1UX JIiKapCbKUX 3aco0iB HeMpUUMHATHUM 3 HAayKOBOI TOUKU 30py. B
1[bOMY BWMAJKy CJIifi BUKOPUCTOBYBAaTH KOHIIETIif0 «0io/loriuHo mo/ioHoro
niKapcbKoro 3aco0y», sika IPYHTY€ETbCS Ha ITPOBeZIeHHi TTOPiBHIHHS.
— 3milicHeHHS ITOPiBHSHHS 3 METOI0 JeMOHCTpaLlii mogibHOCTi MOBipHiIe 3a
BCe TIOBMHHO 3aCTOCOBYBATUCS /10 BHCOKOOUMIIIEHWX JTiKapChKUX 3aco0iB,
KM MOJKHA JIaTU TTOBHY XapaKTePUCTHKY (TaKWX sIK JiesiKi JIiKapchbKi 3acoow,
oJieprkaHi 3a ZI0TOMOror0 6i0TexXHOJIOTiH).
— Konnenijito «6ionoriuHo mofiOHUI JTiKapchbKWW 3acib»  CKiagHire
3aCTOCOBYBaTH [0 iHIIMX BUAIB OiosoriyHMX sikapcbKux 3aco0iB, sKi 3a
CBOEKD TPHUPOAOI0 CKIaJHille TMMiJar0ThCsd XapaKTePUCTHLI: TaKUX $K
GiosoriuHi peyoBUHM, 1110 YTBOPIOIOTLCS BHAC/TIIOK €KCTPaKILii 3 6io/ioriuHnx
JoKepesi, Ta/abo TakMX, BiTHOCHO SIKUX HAKOIMWYEHO HEBEJTUKWM KJIiHIUHUH i
PeryJATOPHUM [JOCBI.
— Te, un Oy/je MPUHAHATHUM 3aCTOCYBaHHS /10 JIIKAPCHKOTO 3ac00y KOHI[eMIIil

«bionorivHo moAibHOrO JHiKapChbKOro 3acoly», 3a/leXXWUTh BiJj CyuyaCHUX



aHaITUYHUX METO/iB, 3aCTOCOBYBAaHMX BHUPOOHHUUMX TIIPOLIECiB, a TaKOX
KJ/IIHIYHOTO 1 PeryJisTOpHOro JOCBiay.

— biosoriuno mogi6HM TiKapchKuii 3acib, 3 oIy Ha JaHi CTOCOBHO SIKOCTI,
TMOBUHEH 3a/J0BOJIbHATH BUMOrHM, BUKIaZeHI y Moayni 3, K BU3HaueHO B
Yactuni | IupektnBu €Bponeiicekoro Ilapiamenty ta Pagu €C 2001/83/€C
3 MomnpaBKaMM, i TeXHIYHi BHMOTH, BHUK/IaZleHI B CTAaTTAX EBpPOINEMCHKOL
dapmakorei, a  TakoX Oy/Ab-sKi /OJATKOBi BUMOTH, BCTAHOBJIEHi Y
BigrnoBigHux pekomenzauisix Komitery CHMP i ICH.

— Bumoru cTocoBHO AeMoHCTparlii 6e3meyHocTi Ta epeKTUBHOCTI 0i0/10TiuHO
NMoAiOHMX JTiKapCBKUX 3aco0iB IMOBHMHHI BiJIIIOBiJaTH BHUMOraM CTOCOBHO
JlaHux, BUKnageHux y Yactudi [ [lupektuBu €Bponenicbkoro ITapiameHTy Ta
Pagu €C 2001/83/€C 3 nonpaBkamu.

— Crtig Big3HauMTH, 1110 32 CBOIM BU3HAUeHHsIM 0iosoriuHo 1oAibHi iKapceKi
3acobM He € TeHepUUHUMH JIiKapCbKUMM 3aco0amMH, OCKiIbKM MOXXHa
TIPUITYCKaTH iCHYBaHHS He3HAUHUX BifIMiHHOCTel MixK GiosioriuHo noAibHUMU
MKapCbKUMH  3aco0amu, 1[0 BUTOTOBJIEHI pi3HMMH BUpPOOHMKaMH, i
BifIMiHHOCTell BiJi MiKapChbKUX 3aco0iB TIODiBHSAHHS, SIKi MOXYTb OyTH
HEOUeBHHUMHM [I0 THX ITip, TIOKK He OyZie HaKoIMWuyeHO Oi/ibille OCBiAy B iX

3aCTOCYBaHHi.

2.2. Bubip rikapcbKoro 3aco0y nopiBHAHHSA

OOpaHuii TiKapchbKWM 3aci0 MOpiBHAHHS MOBHMHEH OyTH JIiKapCbKUM 3aco0oMm,
3aTBeppKeHUM /111 3aCTOCyBaHHsS y €Bpomnericbkomy (CoOr03i, HAa OCHOBiI MOBHOTO
JlOChb€, BiATIOBIAHO A0 1onoxxeHb CtatTi 8 [IupektrBr €Bpomnericbkoro IlapiameHTy
ta Pagu €C 2001/83/€C 3 noripaBkamu.

[Tix uvac po3pobku OionoriuHo ToAIGHOTO JIiKAPCHKOTO 3acoby obpaHwmit
MKapChKWi 3aci0 TIOpiBHSIHHS, BCTAHOB/JIEHWM Ha OCHOBi PpeeCTparjiiiHOro
TOCBIi/IU€HHS], BUJ@HOTO Ha HbOro B €C, MOBUHEH BHUKOPUCTOBYBATHCS MPOTSATCOM

BCbOTr0 YdaCy BHWKOHdHHSA IIPpOI'DAMHU HOpiBHHHHH y ,Z[OCJ'[i,[[}KEHHHX Ha TIpeaMeT



AKOCTi, 6e3reyHoCTi Ta e)eKTUBHOCTI, 11100 3a0e3MmeunTH o/lep>KaHHS T0B’sI3aHUX 3
LIUM JTaHUX | BUCHOBKIB.

AxkTHBHa cyOcTaHIlig B 0io/oriuHO MoAiOHUX JIiIKApChKUX 3aco0ax IMOBHUHHA
Oytu mozibHOW [0 aKTUBHOI CyOCTaHILii B JiKapCbKOMY 3aco0i TIOpiBHSIHHS 3
OIJIIy Ha MOJeKy/sipHy i OionoriuHy ctpykrypy. Harmpuknag, iHdopmallis mpo
JiKapCbKHii 3aci0, 1110 MicTUTh iHTepdepoH anbha-2a, BATOTOBIEHUM KOMITaHi€0 X,
sIKa 3asiBJISIE TIPO HBOTO SIK TPO 3acib, 6ionoriuHo noziibHui iHIIoMy GionoriuHoMy
niKapchbKOMy 3aco0y, TOBWHHA CYTMPOBO/KYBAaTHUCS TIOCUIAHHSIM Ha JHiKapChbKUMN
3acib ropiBHAHHS, KWW MiCTHUTH iHTepdepoH anb(a-2a K aKTUBHY CyOCTaHIIito.
OTKe MiKapChKHM 3acib, sikuii MicTUTh iHTepdepoH anbda-2b, He MoKe BBaXKaTHCS
niKapchbKUM 3ac000M MOPiBHSHHS.

Jlikapcbka opMa, KOHIeHTpallii i croci6 3actocyBaHHS OiosioriuHo
Mo[i0HOT0 TiIKapchKOTo 3aco0y TIOBWHHI CITiBMMaJaTH 3 JIiKapChbKOW (hopMOIo,
KOHIIeHTpaAIJi€r0 i crtoco6oM 3acToCyBaHHS JIiKapChKOro 3aco0y mopiBHSIHHS. SKIIO
nikapceka ¢opMa, KOHIeHTpaljisi abo criocib BBeeHHsI He CIIiBMaZiae, TO B
KOHTEKCTI TIpOBeJeHHsI TIOPIBHAHHA CJIi[, TMpeACTaBUTH IHII [JaHi. byab-fKi
BiIMiHHOCTi Mi>K 6iosioriuHo Mo1i6HUM JTiKapCbKHUM 3aco00M i JIiKapCbKUM 3aco00M
TOPiBHAHHSA TIOBUHHI OyTHM OOIDYHTOBaHi BiANOBIAHUMH [JOC/TiPKEHHSIMU B
KO’KHOMY OKPEMOMY BUMAZKY.

3. COEPA [IIi

i MeroAWuHi pekomMeHJaL{ii BCTAHOB/IOKTHL  3arajbHi  TPUHLUIA
TPOBe/IeHHS JOK/MiHIYHMX Ta KIIIHIUHUX JOC/IipKeHb O0iosioriuHo  roziioHMX
nMiKapchKuX 3aco0iB, siKi MicTSTh peKoMOiHaHTHiI OinKM B SIKOCTi aKTHBHOI(MX)
cyOcranwii(i). Lli MmeToguuHi peKOMeHJaIlil He CTOCYHOThCS TTUTaHHS TOPiBHSIHHS y
3B’SI3KY 3i 3MiHaMu, 3alpoBa/PKEHUMH Y TIpolieC BUPOOHUIITBA IMEBHOTO TMperapaTy
(TobTO 3MiHM y Tiporieci po3poOKM Tperapary Ta ITic/isi OTPUMaHHSI peeCTparjiiHoro

TIOCBI/TUE€HHS).

4. TOKJIHIYHI JOCNIO)XXEHHA
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[Tepm1 HiK pO3MOYMHATH KIIiHIUHI JOC/iHKeHHST HeoOXifHO TpoBecTH
JOKTiHIUHI gocmimpkeHHs. Li goc/ifpkeHHS TIOBUHHI HOCUTH TOPiBHS/IbBHUN
XapakTep, i IXHil gu3aiiH Mae OyTH CTIpSIMOBaHHI Ha BCTAHOBJIEHHS BiIMiHHOCTeH y
BiAmoBiAi opraHiamy Ha OiosioriuHo ToOZiOHUI JliKapchbKuUM 3aci6 Ta miKapChKui

3acib MOpiBHSHHS, a He JIMIIIe Ha OI[iHKY BiZIMOBi/i SK TaKoi.

Cnip  3a3HaudTH, 1[0 [JW3adH BiAMNOBIJHOI TpOrpamMy  JIOKJ/IiHIUHOIO
[IOC/II/PKeHHs1 BUMara€e YiTKOro po3yMiHHSI XapaKTepUCTHK Iiperiapary. Pesyneratu
JOCITiHKeHb (i3nKOo-XiMiuHHUX Ta 0iOMOTiUYHMX BIACTMBOCTEM CIIifi aHaMi3yBaTH Y
KOHTEKCTi MOTEeHL[iIHOTO BIUIMBY Ha eheKTUBHICTh Ta 6e3meunictb. Crig 6Gpatu [0
yBarv BiATOBiJHI KepiBHI JOKyMeHTH, 30KpeMma, «lIpumitku pgo HacrtaHoBu 3

JOKMHIUHOI  OI[iHKM  0e3MeyHOCTi JIiKapChbKUX 3acobiB  6i0oTeXHOIOTiUYHOro

noxompkenus» (CPMP/ICH/302/95).

HeoOxiHO TOCTiHO BpaxOBYBaTW BUKOPUCTAHHS HOBITHIX TEXHOJIOTiH
(HampWiK/a[, BapTO CKOPHMCTAaTHCS MeToAuWKaMu [N Vitro, sk-oT: oOljiHKa
3B’SI3yBaHHA Y PEXKHMMi «peabHOr0 Yacy»; a MeTOJUKH [N VIVO — BIPOBapKeHHs
TeXHiKA TeHOMHUX/TIPOTEOMHUX MiKPOUHITiB MOXKYTh y MalOyTHbOMY 3a0e3meunTu
MO>K/TUBOCTi [iyiA BU3HAUEHHS HaWApiOHimMxX 3MmiH y Oionoriudiii peakijii Ha

capmakoJsIoriyHO aKTHBHI CyOCTaHIliT).

Mo)XHa PpO3IVISHYTU HACTyMHUW MifAXi[, $SKWUM C/Ii[, afanTyBaTA [0
BiZIMOBiiHOTO JliKapchKoro 3aco0y B iHAMBiAyambHOMY TopsiiKy. OOpaHuil migxiz

HeobXiJHO MOBHICTIO OOIPYHTYBATH B OIVISA/li AOKMIHIYHUX JOC/Ti/[KEHb.
[locnidscenns e ymoeax in Vitro

SIK TIpaBUJIO, TaKi JJOCITiIKEHHS SIK BUBUEHHS PEI|eNITOPHOTO 3B’ sI3yBaHHS a00
KITHHHI aHami3n (GifbLIiCTE 3 SKWUX, MOXK/IMBO, B)Ke IIPOBEJEHO i uvac
0iosOriYHMX AOC/Ti/PKeHh 3 BH3HAUEHHS SKOCTi) HeOOXigHi [/ BCTAaHOBJ/IEHHS
TIOPiBHSHHOCTI 3 TOYKW 30py PEaKTHBHOCTI Ta MOX/IUBOTO(MX) MPUUHUHHOIO(UX)

dakTopy(iB), AKIIO0 He BAAETHCSI BCTAHOBUTH MOPiBHSIHHICTb.

Jlocnidsicenns e ymosax in Vivo
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[v3aiin mocipKeHb Ha TBapMHAX Mae 3abe3reuyBaTH MakCUMYM iHdopmaiiii
Ta MOJK/MBICTh TIOPiBHsAHHS 0iosioTiuHO mTOZAIOHOTO miKapchkoro 3acoly, sKuii
IJIAHY€THCSA BUBYATH I1iJ] 4YaC K/IHIYHUX [OC/IIJKeHb Ta IperiapaTy IOpiBHSHHS.
Taki JoC/iKeHHsI TPOBOJAATh Ha BiAINOBIJHOMY BH/I 13 3aCTOCYBAaHHAM Cy4daCHHUX
TexHoJiorii. Ciifi 0OMipKyBaT MOX/IMBICTb MOHITODUHTY HU3KU KiHLIEBHUX TOUOK,

SKII0 0C/ipKyBaHa MO/iefb 1ie /103BOJIsIE, a CaMe:

¢ dapMakoJWHaMiUHUK eeKT / aKTUBHICTb Y KOHTEKCTI KJ/IiHIUHOTO 3aCTOCYBaHHS

Tmperapary.

e JlaHi [OK/IiHIYHOrO BWBUEHHSI TOKCUYHOCTI, BM3HAueHi TIIii 4yaC MpPUHAWMHI
OJHOI0 [JOC/I[)KeHHS TOBTOPHOI /03, BK/IOUalOUM TOKCUKOKIHETUYHI
rnapameTpy. TOKCHMKOKIHETHYHI MapaMeTpu MarOThb BK/IKOUATU TUTPU aHTUTILII,
repexpecHy peakTHMBHICTb Ta HEUTpali3yruy 34aTHICTb. TpUBasiCTh
JOC/TiHKeHb Ma€ OyTH JOCTaTHbOK [JIi  BCTAHOBJIEHHS  BiJTIOBiTHUX
BifMiHHOCTell y TOKCHYHOCTI Ta/abo imyHHOI BiAmoBigi Mixk 6GiosoriuHo

1o/1iOHUM JTiKapChKUM 3ac000M Ta JIiKapChbKUM 3aCO00M TIOPiBHSIHHSI.

e Y BWMA/Ky BUSIB/IEHHSI KOHKPETHHUX IMMPOO/eM, 1[0 CTOCYIOThCS 0e3MmeuHocTi, ix
HeoOXi/IHO pO3T/ISHYTH, BKIFOUMBINM 0 AOCTiKeHHS TOKCHYHOCTi IMOBTOPHOI
03  BiAMmoBiAHI  crmocTepexkeHHST  (TOOTO — CIIOCTEpeXKeHHS — MicCI|eBOl

MepeHOCHUMOCTI).

Ak npaBuso, iHUI CTaHAAPTHI TOKCUKOJIOTIYUHI [JOC/IJKeHHs, HallpuK/af,
dapmakonoriudi  focmiykeHHs  0e3MeuyHoCTi, JOCTi/PKeHHS PemnpoAyKTHBHOI
TOKCUUHOCTi, MYTareHHOCTi Ta KaHLIePOTeHHOCTi, HemnoTpibHi y BUMAAKY
JOC/TiHKeHb  GionoriuHo ToAiOHMX JTiIKApCBKUX 3aco0iB, SKIO HeOoOXiJHiCTb
NIpOBeJieHHs LWX [OC/i[)KeHb He IIPpOJAUKTOBAHA pe3y/bTaraMu [JOC/IiJKeHb

TIOBTOPHUX [103.
5. KIITHIYHI BUITPOBYBAHHSA

Bumorn [0 IMpoBeAEHHSA K/IIHIYUHHX BI/IHPO6YBaHB 3d/1eXXaThb BI'Z[ HAKOITMUYEeHNX

3HaHb TIpo OiosioriuHWM  iKapchKui  3aci6 TopiBHAHHA Ta  3asBiieHe(i)
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TeparieBTUUHe(i) MOKa3aHHsA. Y BIiJNOBIIHUX BUIAJKaX CJiJi [JAOTPUMYBaTUCS

HasiBHUX IHCTPYKLIi¥1 CTOCOBHO Mpenapary / JiKyBaHHS 3aXBOPHOBAHHSI.

Mo>knHBO, 1110 TIPOIL[eC BUPOOHUIITBA OMTUMIi3yBaTUMYTh y Tepios po3pobKu
nikapcekoro 3aco0y. PekoMeHzyeTbcsi dopMyBaTH HeoOXigHi KmiHiUHI faHi 1715
BUBUEHHSI TTOPiBHSAHHOCTI ZIOCTi[PKYBaHOTO 3ac00y, BUTOTOBJIEHOTO 3a ZIOTIOMOT OO
OCTaTOYHO  3aTBEP/PKEHOT0 BHPOOHMYOro rporecy, i, OTKe, Ii /AaHi
BijoOpa)KaTUMyTh ~ XapaKTePUCTUKU  SIKOCTi  TapTiid, TMpU3HAYeHUX  [ijis
KOMEPL[IMHOTO 3acToCyBaHHS. bynab-sfike BigxuaeHHs Bij 1€l pekomeHparii

noTpeOye 0OIPyHTYBaHHS Ta HaJlaHHS BiZITOBiAHMX J01aTKOBUX JaHUX.

BuBuUeHHs1 KJIiHIYHOI MOPIBHSHHOCTI — Ille TIOeTarHWK TIpoLeC, SIKMM CJIij
po3riounHaTd 3 (apmakokiHeTnuHux (PK) Ta dapmakoguHamiunux (D)
JOC/TiKeHb, MIC/As 4YOro [OL/IbHO TIpOBeCTH  K/iHiyHe(i)  JOC/IiIKeHHs
epekTBHOCTI i Oe3meuHocti abo, y TMeBHUX BUMAAKaX, (apMaKOKiHeTHUHi/
dbapmakoguHamiuHi  (PK/D/I) mociigkeHHs Ajas  JeMOHCTpallii  KaIiHIiUHOI

TIOPIBHSHHOCTI.
5.1. @apMaKOKiHeTHYHI JOC/Ti/HKeHHS

HeobOXigHUM eneMeHTOM BHBUEHHSI TIOPiBHSIHHOCTI € mopiBHsyIbHI PK
NOC/IPKeHHs, TIOK/MKaHi TPOJEMOHCTPYBaTh KJIIHIYHY T[IOPIBHAHHICTH MiX
OionoriuHo TMOZIOHMM JIiKapCBKMM 3acO0OM Ta ITperiapaToM TIODiBHSHHSL Y

KoHTeKCTi DK napamertpis.

Muzaita nopiBHsUIbHUX PK mocmigkeHsr He0OOB’SI3KOBO Ma€e TIOBTOPIOBATH
CTaHJAPTHUM [W3avH [OC/i)KeHHSI [/ BU3HAUYEHHS «KJ/IiHIUHOI MOPiBHAHHOCTI»
(CHMP/EWP/QWP/1401/98), ockinbkyd MOAiOHICTE 3 TOUKM 30py abcopOiii /
6i00CTYITHOCTI € He €JUHHUM ITapaMeTPOM, II[0 MpeCTaB/sSe HayYKOBO-OC/IiTHUAN
iHTepec. HacripaBgi, ciij JOC/TIAUTHA BiAMIHHICTB MperiapaTiB 3a XapaKTepUuCTUKaMU
BUBEJIeHHSI 3 OpraHisMy, HarpuK/iaZJ, 3a piBHEM KIIipeHCy Ta IiepiojoM

HarliBBUBEI€HHSI.
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3assBHUK Ma€ OOIPYHTyBaTH BHOIp AM3ailiHy [JOCIiIKeHb OJHOPa30BOi [03H,
JocipKeHb cTabinbHOrO cTaHy abo moBTopHOro Bu3HaueHHS DK mapamerpis.
3BUUAliHUN TIepexXpecHuil Au3aiiH He € MPUHMHATHUM JJIs TepPareBTUYHHX OiNKiB 3
TPYBa/IMM I€PiOJOM HaIliBBUMBEEHHS, HallpUK/aZ, [/ TeparleBTUYHUX aHTUTIJI Ta
neriiboBaHuX Oi/KiB, abo A/t GifKiB, y BUIAAKy 3aCTOCYBAHHS SKMX MOJK/IMBE
YTBOPEHHSI aHTUTLI A0 npenapary. liarna3oH NPUMHATHUX 3Ha4yeHb [Ji1 BUCHOBKY
TMPO K/IiHiUHY MOPIiBHSHHICTB 3a Oy/Ab-IKUM (hapMaKOKiHETUUHKM MapaMeTpoM CJIif
BU3HAYaTHM CIMPAIOUMCh HA K/IHIYHMM JOCBi/l, BPaxOBYIOUM BCHO HasIBHY
indopmariito Tpo edeKTHBHICTHL Ta Oe3MeuHicTb TIperiapary IIOPIiBHSIHHSA Ta
JOC/Ti/DKyBaHOTO JTiIKapchbKoro 3aco0y. Otyke, KpuTepii, sIKi 3aCTOCOBYIOTh ¥
CTaHAAPTHUX KIIiHIUHUX JOC/iDKEHHSIX TIOPiBHAHHOCTi, PpO3pO0J/IeHHUX IS
nepopajibHUX 3acobiB, OTPUMaHUX XiMiUHAM IIISIXOM, MOXKYTb BHUSIBUTHCS
HeZIOL[ITbHUMH, i HeoOXiHO BW3HAUMTH JIIMITH KIIiHIYHOI TIOPiBHAHHOCTI Ta

oOIrpyHTYBaTH iX [0 TTPOBe/IeHHS JOC/Ti/I)KeHHSI.
5.2. dapMaKoAMHaMIYHi JOC/Ti/HKeHHS

dapmakoaunamiuni (PJ]) mapkepu ciif maOUpaTH 3 OrAAY Ha iX
JIOLITbHICTh Y KOHTEKCTi ZieMOHCTpallii TepareBTUYHOI e(eKTHBHOCTI Iperapary.
dapMakoarHaMiuHUN e(deKT AOCITiHKYBAaHOTO JIKapChKOTo 3aco0y Ta TperapaTy
TIOPiBHSIHHSA CJIiJl TOPIBHIOBATH y TIOMYJIALII, Jle SsKHaMKpallle MOXKHa CIOCTepiraTtu
MOXXMHMBI ~ BigMiHHOCTI. [IM3aiiH Ta TPHUBAMICTb JOC/Ti[KEHb IOTPEeOYIOTh
o6rpyHTyBaHHs. KombinoBani ®K/®/] nocipKeHHSI MOXKYTh 3a0e3MeunuTt KOPUCHY
iHdopwmatriito 1Mpo B3a€MO3B’A30K BIUIMBY IperapaTy Ta #oro edekrty. ObpaHa /m03a
Mae OyTH y TOCTpili YacTHMHI KPUBOI 3a/€>KHOCTiI [03M Ta BiAmoBigi. MoxkiuBo,

JIOLTiTbHO TTPOBECTH [TOC/TiIPKeHHS OifbIlle, aHi’K OIHOTO PiBHS [J03yBaHHS.

5.3. IliaTBepmxKyBanbHi (apmakokiHeTnuHi/¢papmakoguHamiudi (PK/D/)

MOC/Ti/PKeHHA

Sk mpaBwno, A8 JeMOHCTPYBAHHS K/TiHIUHOI TIOpiBHIHHOCTI  HeoOXigHi
TOPIBHA/IbHI  KJIiHIUHI AociaifKeHHs. OJHaK y TeBHUX BUIIaJKaX TOPIBHAbHI

OK/®1 pocnimkenHss Mk 6iosoriuHo 1oAibHUM JTiKapCbKMM  3aco00M  Ta
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TperiapaToM ITOPiBHAHHS MOXYTb OyTH JOCTaTHIMH ISl AeMOHCTpaLlii K/IiHiuHOT

TIOPIBHSAAHHOCTI, SIKI]0 MPU L[bOMY BUKOHAHI yCi 3a3HaueHi HWKUe YMOBMU:
e @K npenaparty ropiBHSIHHS J0Ope oxapakTepru3oBaHa.

¢ HakonuueHO /0CTaTHbO 3HaHb IPO (apMakKoAWUHaMiUHi BJIaCTUBOCTI TiperapaTy
TOPiBHSIHHS, Yy T.U. 3B’A3yBaHHS 3 pelleTopoM(amMu)-MillleHHIO(SIMU) Ta
TpUTaMaHHa HWOMYy aKTHMBHIiCTb. IHOAi MexaHi3m #ii GionoriuHoro mpernapary

Oyze crieljidiuHUM /17151 IEBHOT'O 3aXBOPIOBaHHS.

* B3aemo03B’530K /l03a / BIUIUB Mpenapary Ta BiJnoBi/ib / e()eKTUBHICTh Mpernapary
MOPiBHAHHS (TepaneBTUUHA KpUBa «KOHL|EHTpaLllis — BiJIMOBi[b») AOCTaTHBHO

OXapaKTepU30BaHi.

e Xoua 6 oguH @/] Mapkep NpPUHHATUN K CypOraTHUA Mapkep e(eKTHUBHOCTI, a
B3a€MO3B’SI30K []03a / BIUIMB TIperapary i IJbOro CyporaTHoro mMapkepy Ao0pe
Bijomuii. @/ Mapkep MO)KHa BBaKaTU CypOraTHHM MapKepoM e(eKTUBHOCTI,
SIKILIO 3MiHM [JbOT0 MapKepy Ha (OHi Teparii MoKy Tk MOSCHUTU 3MiHU KJTiIHIUHHAX
HacmigKiB 3arajoMm. Hampukiaj, abcosoTHe umc/io HeWTPO®ITIB 1A OIiHKU
I'PaHyJIOLUTapHOTO  KoJioHieyTBOptorouoro daktopy (I-KY®) Ta panHHE
3MEeHIleHHS BIpYCHOITO HaBaHTa)XKeHHS TPU XPOHIUYHOMY reratuti C [/ OL[IHKA
edekty anbda-iHTepdepoHiB. Bubip cyporatHoro wmapkepy ans PK/D]

J0C/TiKeHb TTOTpebye peTeslbHOTO 00IPYHTYBaHHS.

[Ipu BukopucranHi @K/®/] nociimkeHb A1 AeMOHCTpAL|il MOPiBHSAHHOCTI
GionoriuHux JiKapchKHX 3acobiB  C/1if; peTenbHO [AOCTIHKYBaTH BiJTOBiAHUM

Jliara3oH A03yBaHHS [/ JeMOHCTpallii UyTJIMBOCTI aHaji3y (JuUB. peKoMeHAarlil

ICH, Po3zin E10).

HeobOxigHo ampiopi BCTaHOBUTHM Ta OOIPYHTYBaTH JIiMiTH BWU3HaUeHHS

K/IHIYHOI ropiBHSAHHOCTI DK Ta ®/1 nmapameTpis.
5.4.locnipkeHHs e()eKTUBHOCTI
SIK TmpaBWIO, [/ AeMOHCTpaIfii K/IiHiYHOI IMOPiBHAHHOCTI MiXK 0ioJIoTiuHO

noibHUM JTiKapChbKKM 3aco00M Ta TIperiapaToM TOpPiBHSHHSA HeoOXifIHi MopiBHSUIbHI
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K/IHIYHI goctigkeHHA. JIIMITH K/TIHIYHOI TOPIBHAHHOCTI CJIi/i BCTAHOBUTU 3aBUYaCHO
Ta OOIPDYHTYBaTH, CIMpAlOUMCh HacamIiepe/l Ha K/iHIUHI MipKyBaHHS. s ycix
BU/IIB AUW3aiiHy [JOC/Ti/)KeHb K/IiHIiUYHOI ITOPiBHSHHOCTI HeoOXigHO 3abe3meunTH

4y T/MBICTb aHami3y (aus. pekomenzariii ICH, Po3gin E10).

Y BUMajKy HeJOL[I/TLHOCTI 3aCTOCYBaHHSI AW3aWlHy AOC/i[)KeHHS KIiHIYHOT
TIOPiBHAHHOCTI CJ1iJj BUBYMTHM MOJK/IMBICTh 3aCTOCYBaHHS IHIIWX BUJIB [U3alHYy

JOCJTi/[KeHb Ta 0OrOBOPUTH X BUKOPUCTAHHS 3 KOMITETEHTHUMU OpraHaMH.
6. IMYHOI'EHHICTDH
dakmopu, wo 8nausardmMb HA IMYHO2EHHICMb

Y OGarathOX BWMAaAKax 3aCTOCyBaHHS Oi/JIKiB Ta TIENTHZIB YTBOPIOIOTHCS
K/IIHIYHO 3Hauyllji aHTUTL/Ia O Tiperapary. IMyHHa BIAIOBiZb Ha TepareBTUYHI
OiIKM € pi3HOI0 TIPW 3aCTOCYBaHHI Pi3HUX IIperapariB, OCKIIbKK Ha iMyHOTeHHHUH
TOTEeHIia/l BIUIMBAE OaraTo UMHHUKIB, HAMpPUK/IA[, TIPUPOJa aKTUBHOI CyOCTaHIIl,
JIOMIIIIKY, TIOB’sI3aHi 3 IIperiapatoM Ta ITPOLIeCOM HOro BUPOOHMIITBA, JOIOMDKHI
PEeUoBUHM Ta CTa0INMBHICTH TMpenapaTy, Crocib 3aCcToCyBaHHS, PEXKUM J03yBaHHS Ta
LI/IbOBA TIOMY/JIAALIS TaLieHTiB. PakTOpH, MOB’A3aHi 3 Mali€HTaMu, MOKYTb HOCUTHU
TeHeTUYHUM XapaKTep, HallpUK/aJl, HelepeHOCUMICTb HOPMAaJIbHOIO €HJJOTeHHOTO
6inky, abo Matu HaOyTUi XapakTep, HalpWK/aZ, iMYHOCYTpecCis BHACiI0K
3aXBOPIOBaHHS UYMW 3aCTOCYBaHHA CyInyTHbOI Teparii. CriocTepiratoTb 3HauHy
IHAVBIya/bHY BapiaTUBHICTb IMYHHOI BIATIOBI/ZI 3 OIVIsIAYy Ha Pi3HI K/jaCU aHTUTILII,
criopifiHeHicTe Ta crienudiuHicTe. OTXKe, cmix 3ibpatu AaHi cepesi AOCTaTHBOT
KIJIbKOCTI TIALI€HTIB /ISl 0XapaKTepu3yBaHHS BapiaTUBHOCTI IMYHHOI BiZAIOBIJ].

Hacnioku iMyHHOI 8i0n08ioi

Hacnigky iMyHOTeHHOCTI MOXKYTh 3HAUHOIO MIPOKO BapiloBaTH 1 MOXYTh He
BI/IMBATH Ha JIiKyBaHHS, abo OyTu cepiio3HUMHU i TIpeCTaB/IATH 3arpo3y AJist )KUTTS.
OTXe, MUTaHHSA iMyHOT€HHOCTI HeOOXiHO pPO3rsAAATH y Tpoljeci po3poOKU Ta

3aTBep/KeHHs1 GiodapmalleBTUUHUX TiperapaTtiB. IMyHHa BiAToOBigbp Ha Tiperapat

MO>Ke Cepi03HO BIUIMBAaTH Ha MOTO K/iHiuHYy Oe3meuHicTh Ta edeKTUBHICTb. Xoua
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JIALLIe HeUTpasti3yroui aHTUTLIA 6e3mocepeHLO BI/IMBAOTh Ha
dapmakoguHamiuHuii eekT, Oyab-aKi aHTHUTi/A, 3afisHi y TIpoljeci 3B’sI3yBaHHS,
TaKOXX BIUVIMBalOTh Ha (¢apmakoKiHeTUKy. OTke, 3MmiHeHUl edeKT mpenapaTy
BHAC/iJOK YTBOPEHHSI aHTUTIJI [0 HBOrO MOXKe CTaBaTU eJIeMeHTOM
dapMakokiHeTMUHUX, (GapMakKoJOTiYUHMX 3MiH Ta 3MiHIOBaTH 0e3MeuHicTb
rperiapaty. YTBODEHHsI aHTUTI/I MOYKe BUK/IMKATH 30i/bIIIeHHS YW 3MeHIIeHHS

K/IipeHCy TepaleBTUYHOro 6i/IKy, Xoua HaityacTillle CIIoCTepirarTh Mepiiuiii edekr.
I IpuHyunu oyiHKuU IMyHO2eHHOCMI

HeobOxigHO 3aBXAU AOCTIIKyBaTU iMyHOreHHiCTb 0ioJioriuHO TMOZiOHOTO
nmikapchKoro 3aco0y. $IK mpaBuio, iMyHHY BIiJTOBifib Yy JIFOAUHU HEMOX/TUBO
MPOrHO3yBaTHU 3a [JaHUMU JOCIiykeHb Ha TBapuHaX. OLliHKa iMyHOTI'eHHOCTI
notpebye ONTUMAaNbHOI CTpaTerii [JOC/i/PKeHHs AaHTUTIZ, OXapaKTepU3yBaHHS
BUSIBJIEHOI  IMYHHOI  BIZAMOBiZI Ta OLIHKU  B3a€EMO3B’A3Ky AaHTUTLI Ta
dhapMakoKiHETMKU ud (PapMaKOJWHAMIKW y KOHTEKCTi yCiX acreKTiB K/IiHiuHOI
Oe3mneyHOCTi Ta e)eKTUBHOCTI. Ba’K/TMBO PO3IJISHYTH PU3UK iIMyHOT€HHOCTI OKpeMO

JI71s1 Pi3HUX TeparieBTUUHUX MOKa3aHb.
IlocnioxceHHs

3asBHUK Ma€ TIPeJCTaBUTU OOIPYHTYBaHHS 3alpOTIOHOBAHOI CTpaTerii
NOCTipKeHHs  aHTUTUVL.  [IOC/iPKeHHsT IMYHOTeHHOCTI  C/1ifl TIPOBOJUTH 3
3aCTOCYBaHHSIM CyYaCHHX METOJiB Ta aHasi3iB, sKi 3abe3reuyioTh BiAIOBiAHY
crietrgiuHicTh Ta uyT/MBicTE. CKPUHIHTOBI aHasli3d MalOTh OyTH MepeBipeHUMHU.
Bonu MaroTb OyTH [OCTaTHbO UYTJAMBUMU [Jisi BUSIBIEHHS aHTUTL/I 3 HU3BKUM
TUTPOM Ta HU3BKUM CTymneHeM criopigHeHocTi. HeobOxiHO mpoBecTu aHami3
HEUTPaMi3ylOUMX aHTUTUI [Js TOJa/IbIIOr0  OXapaKTepyu3yBaHHSI  aHTUTIJ,
BUSIB/IEHUX TIPU CKPUHIHTOBUX AOCTIKeHHsX. [0 MOXK/IMBOCTI CJ1ij] 3aCTOCOBYBaTU
CTaHJApTHI MeToAW Ta MiKHapoAHi craHgapTy. Crif, BpaxOBYBaTH MOJK/IMBUM
BIIMB LIUPKYJ/IIOIOYOTO aHTUTeHy Ha aHasii3 aHTUTiI. HeoOXimHO oOTpyHTOBYBaTH

NepioIMYHICTh Ta Yac B3ATTs MPo0b A1 aHasli3y aHTUTIJL.

17



BpaxoByiouu Herepen0auyBaHiCTb BHHHUKHEHHS Ta YaCTOTH BWIA/KiB
iMyHOTeHHOCTi TOTpiOHi pe3y/sbTaTH TPUBAJOI0 MOHITOPUHTY aHTHUTIN 3 TIEBHUMH
Hariepe]; BU3HAUEHUMH iHTepBajiaMyd KOHTPO/. Jlo JepskpeecTpaiiii HeoOXigHO
MpeJCTaBUTU [JjaHi TpPO MOoAajblle CIOCTEPeXXKeHHSI YMPOJAOBX OAHOTO POKY Y

BUMA/IKy TTOCTIMHOTO 3aCTOCYBaHHS Mpernapary.

3assBHUK Ma€ PO3T/ITHYTH MOXK/IMBiCTH 0OpOOKM aHTHTIIaMH BiATIOBiTHHUX

JIOMILLIOK.
OyiHKa KAIHIYUHO20 3HaUeHHs 8USIBNEHOI IMYHHOT 8i0nogiodi

Y BUIA[Ky BUSIBJIEHHS pi3HOI iMyHHOI BiJroBi/ii Ha (OHiI 3acTOCyBaHHS
iHHOBAITiMHOTO TIperapaTy HeoOXiIHO POBECTH [IO/IaTKOBI aHaTi3u /1711 BU3HAUeHHS
XapaKTePUCTUK aHTHUTI/I Ta IXHBOTO BIUVIMBY Ha IapaMeTpy KIiHIiUHOI 6e3rmeuHoCTi,
edeKTUBHOCTI Ta (apMakokiHeTHKH. Ocob/MBOI yBaru MoTpebyrOTh Ti IIperapaTH,
TIPU 3aCTOCYBaHHI SIKMX iCHY€ BipOTiHICTb C€pHO3HOr0 BIUIMBY IMYHHOI BiAMOBiAi
Ha eHJoreHHUWH OIIOK Ta MOro yHikanbHY OiosoriuHy (yHKIfito. AHasli3 aHTHTIM
CJIiJl pO3IJISiAaTH SIK eJIeMeHT YCiX MPOTOKOJIIB K/IIHIYHUX AOC/iI)KeHb. 3aBHUK Ma€
PO3I/ISHYTU POJIb IMYHOTEHHOCTI Yy TeBHUX BMIIaJIKax, HalpuK/IaL, y BUMIAAKY
MiBUIIIEHOT YYT/JMBOCTi, iH(QY3iMHMUX peaklijii, aBTOIMyHiTeTy Ta BTpaTH
edekTMBHOCTi. CIIOHCOP Ma€ 0OrOBOPUTH MO>K/IMBOCTI 3a0e3reueHHs TT0BiJOM/IeHb

TIpO BiAmoBiAHI o6GiuHi sSBUIIA, y T.U. SBUII[A, TOB’s3aHi 3 BTPATOI e()eKTUBHOCTI.
7. BUCHOBOK

Briepiie B YkpaiHi po3po0sieH0 MeTOAWYHI peKoMeH/allii Io/j0 3araJibHUX
TIPUHITUIIIB TIPOBEJIeHHSI [OK/IiHIUHAX Ta K/IHIYHMX [JOCTiIKeHb 0io/oriuHo
noibHMUX MiKapChKUX 3aco0iB, sIKi MiCTSTh B SIKOCTi aKTUBHOI CyOCTaHIIil 0ilkwy,
OTpHMMaHi 3a J0IOMOror 0i0TeXHOJIOTiM Ta II[0I0 OKpeMHUX TIpyIl biosoriuHo
nmoAibHMX JHiKapCbKUX 3aco0iB, a came: JiikapcbKi 3acobu, 110 MiCTSTh
HU3bKOMOJIEKY/IIPHUN TelapyH, PeKOMOiHaHTHUM epPUTPOIIOeTHH, PeKOMOiHaHTHUM
JIFOJICEKUM PO3UMHHUM iHCYJ/IiH, COMATpOIiH, peKOMOiHAaHTHUM iHTepdepoH-anbdha

Ta peKOMOiHAHTHUI rPaHy/IOLIUTaPHUIN KOJIOHIECTUMYJTIOIOUHNH (PaKTOoP.
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HasBHiCTH TakuxX peKOMeHZAIliii JoroMOoKe sK BHPOOHMKaM 0ioJioriuHo
Mofi0HMX JiKapChbKUX 3aco0iB, Tak i eKCliepTaM YIIOBHOBA)KEHUX YCTaHOB 3
BU3HAUEHHS HeoOXiHOro 00’eMy AOKMIHIUHMX i K/IiHIYHHUX [JOCTiKeHb TpH IX
po3po0Iii Ta MpH OIiHI[i MaTepialiB peecTpaljifHOTO J0ChE.

8. TOJATKH

TIOJIATOK 1

PEKOMEHJIAIIIL 3 ITPOBEJEHHS JOK/ITHIYHUX TA K/ITHIYHHUX
JOCJ/IIIKEHD BIOJIOI'TYHO ITOAIBHUX JITIKAPCBKHUX 3ACOBIB,
AKI MICTATHb HU3BKOMOJIEKYJIAPHI I'EITAPUHN
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1. BCTYII
lemapyH € BUCOKOCY/Ib(aTOBaHUM i TeTEepPOreHHUM TIpeiCTaBHUKOM

IJIIKO3aMiHOTJIIKaHOBOI IPYIU BYTJIEBO/IB, 1[0 CK/IAJAEThCS 3 Pi3HUX AUCaXapULHUX
omuHULb. Haibinbln molmdpeHa gucaxapyHa OJUHHUIL CKaafaeTbcss 3 2-O-
cyibdaroBaHoi  a-L-igypoHoBoi  kuciothu Ta  6-O-cynbdaroBaHoro, N-
cynbgaroBaHoro o-D-rmoko3aminy, IdoA(2S)-GIcNS(6S). EnporeHHuid renapuH
CUHTEe3Y€EThCS y TPaHyJ/laXx MaCTOLIMTIB i Ma€ HAMBUILY T'YCTUHY HETaTUBHOI'O 3apsifly
cepeJ; yCix BizoMux 0i0/IoTiuHMX MOJIEKY/I.

lemapuH, KWK 3aCTOCOBYETHCSI [JII TePareBTUUHUX I[ijied, OJepXKYyrTb 3i
CBiliCbKUX TBapWH, TOJIOBHUM UYMHOM, 3i C/I30BOI 000/I0HKHM KUIIIeUHHUKA CBHUHEH.

lemapyH Katasi3ye iHriOyBaHHSI KiJIbKOX CEPUHOBUX TIpOTea3 CHUCTEMHU

3rOpPTaHHS 1JIa3MU KPOBi 3 ZIONIOMOTO0 aHTUTPOMOiHY. /s 3B’s13yBaHHS rerapuHy
3 @HTUTPOMOIHOM Ba)K/IMBOIO € MeHTacaxapuAHa MOCTiIOBHICTh, sika MicTUTh 3-O-
cynb(aToBaHU T/IFOKO3aMiHOBUI 3anuiiok. [Tic/st 3B’ s13yBaHHST 3 aHTUTPOMOiHOM,
iHribiTopom ¢epmeHTy, rernapuH BHUK/IWKAe KOHMOPMaAIliliHy 3MiHYy y MOeKymi
aHTUTPOMOiHY, B pe3y/bTaTi uyoro I aKTUBHUU L|eHTP CTa€ BIiAKpUTUM [jis
inribyBaHHSI akTUBOBaHMX (DaKTOPiB 3ropTaHHs KpoBi. Kpim Toro, remapuH fie sk
KaTaJliTHYHa MAaTpHIf, 3 SIKOK 3B’SI3YIOTbCS iHTiOITOp Ta aKTHBOBaHI CEPUHOBI
npoTeasy, Taki K TpoMOiH i akTuBOBaHi (akropu IX Ta XI. Lleit edekT cyTTeBO
3Q/Ie)KUTh Bifl KIJIBKOCTI MOHOCAxapyJiB y MOJIeKyai remnapuHy. Monekyau
rerapuHy, siKi MicTaTb MeHIile 18 MoHOcaxapu/iB, He KaTasi3yroTh iHTiOyBaHHS
TpoMbiHy, ase iHaKTUBYIOTb aKTHMBOBaHWU ¢akTop X. [emapuH 30ibIIye
IIBUKICTb TPOMOiH-aHTUTPOMOIHOBOI peakilii IIfOHalMeHIlle y THCSAYy pasiB, B
pe3ynbTaTi YOro YTBOPIOEThCS CTiMKUM KomruiekCc 1:1 micias pydHyBaHHS
CepPUHOBOIO MPOTea3or0 CrieliudivHOro MenTUAHOro 3B’ 13Ky Arg-Ser y peakijiiHoMy
L[eHTPi aHTUTPOMOiHY.

Kpim Toro, renapus rnepezibaya€e unc/ieHHI THUMY T/Ia3MaTUUHOT Ta KT TUHHOT
B3a€EMO/il, ajie 3arajioM, IIOPiBHSIHO 3 AaHTUKOAryJ/IIOIOUUM BIUIUBOM, KJIiHIUHE

3HaueHH L[UX TUIIIB B3a€EMO/II € CYMHIBHUM 1 HeJOCTaTHbO [JOC/IiIKEHUM.
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lemapyH yBOAWUTBLCSA TMapeHTepasbHO, OCKUIBKU TIpU  IepopajbHOMY
3aCTOCYBaHHI BIH po3Mnajaerbcsa. BiH yBOAUTHCA LUIAXOM BHYTPILLIHBOBEHHOI,
BHYTpillIHbOApTepia/ibHOI abo MiAIIKipHOI iH’€KIlii, TOAi K BHYTPIIITHBOM’ SI30BHUX
iH’ €KLiY C/ifi YHUKATU uepe3 pU3UK BUHUKHEHHS FTeMaTOM.

Hui3bKkoMOseKyJISIpHi rernaprHy 0lep>KYHTh 3 He()paKLiOHOBAaHOTO TerapyuHy
i3 3acTocyBaHHSM pi3HUX XiMiuHUX TmporieciB abo TiporieciB  dhepmMeHTHOI
pernosiMepr3aniii. Takum UYMHOM, BUXIJHUM MaTepiaJl HU3bKOMOJEKYISPHUX
rerapyHiB Ma€e 6GiosoriuHe TOXO/PKeHHs, i B MpoIjeci BUPOOHUI[TBA BU3HAYAIOTHCS
XapaKTepUCTUKU JIIKapCbKOI peUOBUHM.

KoMrmuiekCHICTE ~ HU3bKOMOJIEKYJ/IIDHOIO — rellapy¥Hy  BeJIMKOK  MipOro
3yMOBJ/IeHa XapakKTepoM BHUXiJHOTO Marepiany (Hedpaki[ioHOBaHOIO TrelapuHY,
OTPUMAHOTO 3i C/M30BOi OOOJIOHKHM CBHHEM ab0 iHIIMX TBApUHHUX TKAHWH),
TIpoljecaMy eKCTparyBaHHs, (hpaKi[ioHyBaHHS Ta BUPOOHUIITBA.

IcHye  KilbKa  Cy4yaCHMX  MeTO/IiB  BMU3HaueHHS  (i3UKO-XiMiUHMX
XapaKTepPUCTUK — BUPOOIB Ha OCHOBi HM3bKOMOJEKY/ISPHUX rernapuHiB. OfHaK Ha
JJaHWM Yac He 3’sCOBaHoO, SIKOK MipO Pi3Hi MoJiicaxapuy BIVIMBAKOTh Ha KIIiHiUHI
edekTH, TIOB’s3aHi 3 e(eKTHUBHICTIO Ta 0e3MeuHicTI0O HU3bKOMOJIEKY/ISIPHUX
rerapyHiB.

Cnerudiuni HU3bKOMOJIEKYJISIPHI rerapyuHu BiZIpI3HAKOTHCS Bif
He(paKI1[iOHOBAHOTO TeMapvHy Ta Bif iHIIMX HU3bKOMOJIEKY/SIDHUX TelapuHiB 3a
CcBOIMM (DapMaKOKIHETUYHMMU Ta (DapMaKOAWHAMiUHUMHU B/IACTUBOCTMU. Y
pe3y/ibTaTi Tporecy JeroJiiMepr3ariii BOHM 37ebi/ibllioro 30arauyroTbCs B
MOJIeKyJIaX, L0 MiCTATh MeHIle 18 MOHOCaxapuAHUX OAWHHULb. lle 3MeHIleHHs
pPO3Mipy MOJEKYy/IM TOB’S3aHO 3 yTPaToOl aKTHUBHOCTI iHTriOyBaHHS TpOMOiHYy
MOPIiBHSAHO 31  CTaHJApTHUM TelapuHOM Ta IiJBUIIEHUM iHTiOyBaHHSIM
aKTHBOBAHOTO (PAaKTOPYy 3ropTaHHs KPOBi X.

Uepe3 TpyAHOILi, TIOB’s3aHi 3 BU3HAUeHHsAM (i3MUHUX BIACTUBOCTEN
HU3bKOMOJIEKYJ/ISPHUX TeMapyHiB, TpaAul|iiHi (apMaKOKiHETUYHI [JOC/IiIKeHHs
BUKOHATHU HEMOXXJ/IUBO. HarowmicTtb TIOTJIMHAHHSA Ta BUBE/IeHHS

HU3bKOMOJIEKYJIIPHUX rerapuyuHiB JOCJTIIKYETbCS i3 3aCTOCYBaHHAM
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dapmakouHaMiuyHUX BUMPOOYyBaHb, BK/IOUAlOUM BUMipIOBAaHHSI aKTUBHOCTI MPOTU
aKTHBOBAaHMX (DakTOpiB 3ropTaHHs KpoBi X Ta II.

[cHye KinbKa CxBajleHUX TIperapariB Ha OCHOBI HU3bKOMOJIEKYJISIDHUX
rerapuHiB, sKi BiJpi3HAIOTBCS OJWH BiJ OJHOTO BUXiJHWM MaTepiasioM, MPOLeCOM
BUPOOHUIITBA, (hapMaKOKiHETUUHUMH / (hapMaKOAUHAMIUHUMH BIACTUBOCTSIMH Ta
TepareBTUYHUMM  TIOKa3aHHSIMM, BK/IIOUAOUM JIIKyBaHHSI Ta TMPO(i/JIaKTUKY
TpoMOO03y TIMOOKMX BeH Ta 3aro0iraHHs yCKAaJHEHHSM TOCTPUX KOPOHApHHUX
cUHApPOMIB (HecTabinbHOI CcTeHOKap/ii, iH(apkTy Miokapja 3 eseBaili€elo Ta 6e3
enesarlii cermenTa ST).

HavinouvpeHimmmu HeraTUBHUMU IposiBaMH, TI0B’ I3aHUMU i3
3aCTOCYBaHHSIM IpellapaTiB Ha OCHOBi r'eTllapHvHIiB, € KPOBOTeUi, TOMi, SIK HalOi/IbIII
Ceprio3HOI0 € rerapuH-iHAYKOBaHa TpomboruTorieHis I Tumy, sika criocTepiraeTbes
pizko. llen omocepefKOBaHWMM aHTUTIJIaMU TIpOLIeC 3alyCKa€eTbCs IHAYKLIEO
aHTUTiN, COPSIMOBAaHUX TIPOTH HEOAHTUT'eHIiB KOMILIEKCIiB TPOMOOI[MTapHOTO
daktopa 4 i remapuHy. 3B’si3yBaHHSI aHTHUTIJI /10 KOMIUIEKCIB TPOMOOI[MTapHOTO
dakTopa 4 i renmapuHy MoXKe aKTUBYBaTH TPOMOOIIUTH Ta MPUBOJUTH [0 YTBOPEHHS
TPOMOOTeHHUX MiKpoarperaTiB TPOMOOLIUTIB. Y TaIieHTiB i3 TPOMOOIUTOIIEHi€l0
iCHye pU3MK pDO3BUTKY apTepiaJbHUX i BEHO3HUX TPOMOOeMOOJTiUHUX YyCK/IaJHEeHb
(remapuH-iHAYKOBaHOI TPOMOOILMTOTIEHIT Ta TpoMO03y). X0oua pHU3UK PO3BUTKY LUX
HeCMpUSAT/IVBUX peaklid 3[a€TbCd MEHIIUM TOPiBHSHO 3 He(pakijioHOBaHUM
rerrapuHoOM, HeOOXiZJHO Ppery/sipHO CTEXKUTH 3a KiJIbKiCTIO TPOMOOIMTIB y BCiX
TaLi€HTIB, fKi 3aCTOCOBYIOTh HU3bKOMOJIEKYJISIPDHI rerlapyvHu, i IPOBOAUTH aHasli3u
Ha HasiIBHICTb aHTUTIJ [0 KOMILIEKCiB TpOMOOLIMTapHOTO (pakTopa 4 i rernapuHy TUM
TalfieHTaM, y SIKMX IIi/l yac JIikyBaHHS T'ellapiHOM PO3BHUBAIOTHCS TPOMOOLUTOIIEHisI
abo TpoMboemMOOJTiuHi yCKIafHEHHS.

OTKe, HEOAHOPIAHICTE HU3BKOMOJIEKYJ/ISIDHUX TerapuHIiB € [y)Ke BUCOKORO,
MeXaHi3M iX [ii He 3’sICOBaHMM OCTaTOUYHO, i He iCHY€ MeBHOTO MiATBEepP/I)KEHHSI, UH €
(hapMakoAMHaMiuHi MapKepu TIOKA30BMMU ISl K/IiHIYHOTO pe3y/bTaTy. Takum

YMHOM, T[IPOJIeMOHCTPYBaTH OioeKBiBa/ieHTHICTb [JBOX JiKapChKUX 3aco0iB Ha
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OCHOBi HM3bKOMOJIEKY/ISIPHUX TelapyvHiB MOX/IMBO TiJIbKM B pPaMKax IPOBe/leHHs

K/TIHIYHOTO AOC/i/IPKEeHHS.

2. JOKJ/IIHIYHI JOC/III>KEHHSA

o mouatKy KiHiuHOI pO3po0OKK TOBWMHHI OyTW TIpOBe/eHi AOKTiHiuHi
JocaipKkeHHs. JJOKIiHIUHI JOCTi)KeHHSI MOBUHHI HOCUTH MOPiBHSJIbHUM XapakTep i
OyTy  po3pobsieHi  TakMM ~ YMHOM, 1100  BUSIBUTM  PO3ODKHOCTI Y
(dhapMaKOTOKCHKOJIOTiuHil fii GionoriuHo mofgibHOro mikapceKoro 3aco0y Ta
riperiapary MOPIBHSAHHSA Ha OCHOBI HU3bKOMOJIEKYJ/IIPHUX TelapuHiB, a He MPOCTO
OLIIHUTH B/IacHe ixX Aito. OOpaHuii miAxiz MoBHMHEH OYTH MOBHICTIO TTiATBEpKeHUH
y OIVISIZL 10 K/IIHIYHOTO [OC/IiIyKeHHS.

2.1. dapmakoarHaMIivHi JOC/Ti/HKeHHS

locnidxceHHs in vitro:

Ilnst MOpiBHSHHS 3MiHM aKTHUBHOCTI MiXK 0iosioriuHo 1momibHuM JliKapChbKHUM
3acob0M i TperapaToM TIOPiBHSIHHS Ha OCHOBI HM3bKOMOJEKY/ISPHUX TerapHHiB
HeoOXigHO oTpuMaTH [aHi OaraTboX TIOPIiBHSAMBHUX OioaHasmiziB (Ha OCHOBI
HAaWCy4YacHIIUX BiZIOMOCTEM TMPO peJieBaHTHI 3 KIIIHIYHOI TOUKH 30py
dapmakoguHaMiuHi  eeKTH HU3BKOMOJIEKYJ/IIDHUX TelapuHiB, BK/IHYalOuU
TIpUHANMHI OL[iHKY aHTU-Xa (akTopHOi Ta aHTHU-Ila (akTopHOi akTHUBHOCTI. [lyis
BU3HAUEHHS  AaKTHWBHOCTI  TIOBUMHHI  BUKODWCTOBYBATHChb  CTaHAAPTU30BaHi
JNOCTiKeHHST 3@ YMOBU MOJK/IMBOCTI 1X BUKOPMCTaHHS (HampUK/aZ, JOCTiIKeHHS
BiZImoBifHO m0 E€Bporieiicbkoi dapmakorei). Taki gaHi MOXyTb OyTH OTpHMaHi 3
GioaHasmi3iB, sIKi MpeCTaBASIOTLCSA K YaCTUHA JIOChE STKOCTI.

HocnidowcenHs in vivo:

Y pamkax Joc/igpKeHb in vivo OBUHHE MPOBOJUTUCH KIJIBKiCHE MOPiBHSAHHSA
dapMakouHaMiUHOI aKTHBHOCTI OiojioriyHo mofibHOro JlikapchKoro 3aco0y Ta
TriperiapaTy MOPIiBHSIHHS HA OCHOBI HU3bKOMOJIEKYJ/IIPHUX TellapUHIB 3a TAKUX YMOB:

* Yy BIANOBigHIK (apMakoJAWHAMIUHIM MoZeni in vivo, 3 ypaxyBaHHSIM
HalCy4YaCHIMX BiJOMOCTeM TIPpO pejeBaHTHI 3 KIIIHIYHOI TOUKH 30py

dbapMakoauHaMiuHi e(eKTM HU3bKOMOJIEKY/SIDHUX TelapuHiB; Taka MO/elb
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TIOBMHHA BKJIFOUATU MPHUHAWMHI OL[iHKY aHTH-Xa (akTopHOi Ta aHTU-Ila gakTopHOI
AaKTUBHOCTI Ta BUBiI/JIbHEHHSI iHTiOiTOpa NUIAXYy TKaHWHHOTO (akropa. SIKIro
MOJK/IMBO, TaKa OLliHKA [MOBMHHA BUKOHYBAaTUCh Y PaMKaxX OMMUCAHOIO JOC/IiPKeHHs
TOKCHYHOCTI ITperapariB Mpy 6araropa3oBoMy 3aCTOCyBaHHi;

Ta/abo

* 3rifiHO 3 TIepenbGaueHUM(M) KTiHIYHMM(M) TIOKa3aHHAM(M), Ha BiJTOBigHIN
Mo/ie/li BeHO3HOro abo apTepiaibHOr0 TpOMOO3Y.

2.2. TOKCHKOJIOTiUHi JOC/TiHKeHHSI

HeoOxigHO oTpuMaTH AaHi, MpHUHAMHi, OZHOTO [OC/iI)KeHHS TOKCHYHOCTI
nipu GaraTopa3oBoMy 3aCTOCYBaHHi TperiapaTiB y BiAmoBiHOTO BUAY (HAIIPUKIIA[,
mypiB). TpuBasicTe focimipkeHHs Mae OyTh oOpaHa BUXOASYM 3 OUiKyBaHOI
TPUBAJIOCTi KJ/IiIHIYHOT'O 3aCTOCYBaHHs, ajie He TIOBUHHA OYTH MEHIIIOI0 3a 4 TWDKHI.
HocnimkeHHsT TOBUHHE 3[IMCHIOBAaTUCS 3TiJHO 3 ypaxyBaHHSIM BUMOT «[IpumiToK
no HacraHoBu 3 mpoBefeHHS AOC/i/PKeHb TOKCHMYHOCTI TIpy OaraTopa3oBOMy
3actocyBaHHi mpenapariB»  (CPMP/SWP/1042/99). OcobnuBa yBara Ma€
TIPUJIATUCS BU3HAUEHHIO BIUIMBY Ha 3rOPTaHHS KPOBi/reMocTas.

OckinbKM yepe3 TPY/[HOILi, TOB’Si3aHi 3 BH3HAUeHHsSIM  (Pi3UUHUX
BJIACTUBOCTEM HU3bKOMOJIEKYJISPHUX TeMNapyHiB, TpPaJuLiNHI TOKCUKOKIHETUYHI
JOCJTiDKEeHHST He MOXYTb OYTH TIpOBe/leHi, BIUIMB Ha MiAJO0CTiIHMX TBAapHUH Mae
BHU3HAYATUCA LJIIXOM BUMIDIOBaHHS BiJMOBIJHMX (papMaKOJAMHAMIYHUX MapKepiB
(muB. dhhapMakoAMHAMIUHI JOCTIKEHHS in vivo).

HaHi 1010 MicLieBoi MepeHOCMMOCTI Y, TIPUHAMMHI, OJHOr0 BUJY TBapvH
TOBUHHI OyTU mpejcTaB/eHi 3rigHo 3 «[IpumiTkamu 10 HacTaHOBM 3 JOKTiHIUHMX
JOCJTiDKeHb MiCI[eBOi TIepeHOCHMOCTI JTiKapchKux 3acobiB» (CPMP/SWP/2145/00).
SKIII0 MOXK/TMBO, AOC/i/PKeHHST MicIieBOI MepeHOCHMOCTi HeoOXiZHO TIPOBOAUTH B
MeXXaX OIMHMCAHOTO MAOCTiKeHHS TOKCHYHOCTI TperapaTiB mpu 6Garatopa3oBoMy
3acTtocyBaHHi. JlocmimpkeHHs (apmMakosioTiuHoi 6e3rmeyHoCTi, TOKCHKOIOTiuHOTO
BIUIMBY Ha PeNnpoAyKTUBHY CUCTEMY, MYTareHHOCTI Ta KaHLIeDOreHHOCTI He
Ha/ie)kaTh [0 CTaHJAPTHUX BUMOT JOKTiHIUHUX AOCTiAKeHb 6iosoriuHo 1o/i0HMX

MiKapChbKUX 3ac00iB Ha OCHOBI HU3bKOMOJIEKY/IIPHUX T'eTlapUHiB.
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3. K/ITHIYHI BUITPOBYBAHHSA

3.1. ®apmakokiHeTHuHi / (papMakoAMHaAMIUHi AOC/Ti/PKEeHHA

Uepe3 HEOJHODIJHICTH HU3BKOMOJIEKYJIIPDHUX TeNapyHIiB  TPaJULIiNHI
(dapMakoKiHeTUUHI [OC/Ti/)KeHHsI He MOXyThb OyTu mpoBefeHi. HaTomicTb
XapakTepUCTUKU TIOI/IMHAHHA Ta BUBEJEHHS HU3bKOMOJIEKY/IIPHUX TelapyHiB 3
OpraHi3My TMOBHWHHI MOpPiBHIOBAaTUCS IUISIXOM BHW3HaueHHs (papMaKOAUHAMIUYHOI
aKTUBHOCTI (BK/IIOUaOUM aHTH-Xa (akTopHy Ta aHTH-Ila ¢akTOpHY aKTHUBHICTh) y
SAKOCTi CyporaTHHX MapKepiB iX KOHIIeHTpallii y cuctemi KpoBoobiry. Kpim Toro,
CJ1i/i IPOBeCTH TOPIBHSHHS Pe3y/bTaTiB iHIIKX (hapMaKOJWHaMiUHUX A0C/iKeHb,
TaKUX SK JOC/i/PKeHHs aKTMBHOCTI iHriOiTOpa MIISIXy TKAaHMHHOTO (haKToOpy, a
TaKOX CITiBBiJHOLIIEHHS aHTH-Xa (pakTopHOi Ta aHTh-Ila (hakTOpHOI aKTMBHOCTI.
OrnjiHka 3a3HaueHWX (papMakOJWHAMIYHMX I[1apaMeTpiB [O3BOJUTb OTPUMAaTH
iH(opMaliito Mpo BAaCTUBOCTI MoJlicaxapujy.

[TopiBHSIHHA LMX (hapMaKOKiHETUUHUX / (papMaKoJWHaMiUHHUX BIaCTUBOCTEU
GionoriuHo MoZAiOHOrO JIiKapChKOTo 3aco0y Ta IIperapary MOpiBHSIHHS HeoOXigHo
IPOBOJUTU B paMKax paHJ0MI30BaHOI0, IlepexXpecHOro [JAOC/i[)KeHHs 3 [BOMa
repiofjlaMu TIpd OJHOPA30BOMY IMiAIIKIPDHOMY BBeJ€HHi TIIperapariB 3[0pOBUM
no0OpoBo/bLISIM. Y pasi, SKIO TiperiapaT MOPiBHSIHHS TaKOXK 3aCTOCOBYETHCS [I/Ist
BHYTpPIIIHLOBEHHOTO a00 BHYTpIillIHhOAPTEPia/IbHOTO BBeJleHHsS, Mae OyTH
IIPOBeJIeHO [I0/laTKOBe TIIOpiBHA/IbHE [OC/I/PKeHHSI IIpA  BHYTPILIHLOBEHHOMY
BBeJIeHHI Tperiapary.

BubpaHi /1031 MaloThb Haje)kaTu [0 YyT/JIUBOI YaCTUHU KPUBOI 3a/IeXXHOCTI
«Jo03a-edekT» i OyTH B MekaxX PEKOMEHJOBAHMX [ialla30HiB /103 [/ Pi3HUX
TI0Ka3aHb.

Mexi mozibHOCTi MaroTh OyTH MoTepeJHLO BKa3aHi W HaleKHUM YUHOM
0OIDPYHTOBaHi.

3.2. KniniuHa eyeKTUBHICTH

Ockinbku He Oy/li0 BCTAaHOB/IEHO UIiTKOi KOpessiii Mi)K CypOraTHUMH

dhapMakoAHaMiuHUMM TTapaMeTpaMu (aHTU-Xa (akTopHOi Ta aHTHU-Ila dakTopHOI
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aKTHBHOCTI) Ta KJIiHIYHUM pe3y/IbTaToM, biosoriuHo moioHui mikapcbkuii 3acib Ha
OCHOBI HH3bKOMOJIEKYJIAPHUX TelapyHiB MOBHUHEH IPOJEeMOHCTPYBAaTU TaKy CaMy
edeKTUBHICTb Ta Oe3MeuHiCTb, SK i Iperapar MOpPiBHSIHHS, 3apeecTpPOBAaHUN B
YkpaiHi/cxBasienuit 'y €Bporneiicekomy Coro3i. L TepameBTHYHA TIO/iOHICTH
MOBUHHA OyTH MPO/IEMOHCTPOBaHa MPUHANWMHI B OIHOMY Hajie>KHO 3abe3reueHoMy
paH/I0Mi30BaHOMY, TIO/IBiliHO CJIiMOMY KIiHiYHOMY BHUIIpOOyBaHHI y TapasienbHUX
rpynax. TeopeTuuHo 1ije MoxKe OyTH 37ilicCHeHO B yMOBax MpOQinakTUKH BeHO3HOI
abo aprepiasbHOi TpomboeMOosiii abo B ymMoOBax JIiKyBaHHSI BEHO3HOI
TpoMboembostii. B ycsgkomy pasi, HeobxifHO oOpaTv HaiOi/NbII UyT/IUBY MOJENb
JUIS1 BUSIBJIEHHST MOXK/IMBUX PO30i>KHOCTelH B e(peKTUBHOCTI Mi’K HOBHM i TIperiapaTom
TIOPiBHSIHHSA HAa OCHOBI HU3bKOMOJIEKY/ISPHUX TellapyHiB.

Haituacrinie BeHo3Ha Tpom0O0eMOo0JIisi XBOpUX 3YyCTPIiUa€ThCS Y TAIliEHTIB,
SKUM TIPOBOJWNCH Xipypriuni BTpyuaHHs. KpiMm Toro, mepeBa)kHa OibIiCTh
oryO/likoBaHHUX BHUITPOOyBaHb TIPOBOAW/IMCH 3a YUacCTIO TIALi€EHTIB 3 BHCOKUM
DU3MKOM PO3BUTKY BeHO3HOI TpomM0OoeM0oJiii, SKMM TPOBOAWIUCH XipypriuHi
BTPYyYaHHsI, 0cO0/IMBO omepailii Ha cTerHi abo kosiHi. Takum ynHOM, iHMOpPMaLTis
MpO BIUVIMB BU/IB XIPYpPriuHOro BTPYyYaHHS, TPUBAIICTh JOC/I[)KEHb 1 PHU3UK
PO3BUTKY KPOBOTEY € HAUTOUHIIIIOK came JJIsl Lji€l TPyIy Malli€HTIB.

TakuM  4YMHOM, pEKOMEHJYETbCS  TIPOJIeMOHCTPYBaTh  e(eKTUBHICTh
npoGilaKTUKA BeHO3HOI TpoMOoeMOostii y TMallieHTiB 3 BHUCOKWUM PHU3WKOM ii
PO3BUTKY, SKUM BUKOHYIOTbCS XIpYypriuHi BTpy4YaHHs. PeKomeH[0BaHOMO
TIOMNYJISALIIERD  AOCTIPKYBaHUX € TMalli€eHTH, SKUM BUKOHYETbCS  CepUO3HA
OpTOIeuYHa orepatlisi, HarlpuK/az, onepaLjis Ha CTerHi. Y [UX K/IIHIYHUX yMOBax
MarfieHT! 3 TiepejioMaMy CTerHa MaroTh OyTH Hale)KHUM UMHOM TIpe/iCTaB/eHi y
JOC/Ti/PKeHHI, OCKUIBKA BOHM OJJHOYaCHO MaKTh BHCOKMM PHU3UK PO3BUTKY
TpoM0OO3y Ta TepioneparljiiitHoi KpoBoTeui. [lo3yBaHHS Ta BBeJeHHS TIOBHUHHI
BiZirioBiaTn IHCTPYKIiT 3 MeUYHOT O 3aCTOCYBaHHS/€BPOIENCHKUM
peKoMeHallisiM 3 MNpo(diJIaKTUKK /i Tperapary TMOPIiBHSHHS B TIALli€HTIB, SKi

notpeOyOTh TpHBasOi MPOQiNaKTUKKA BeHO3HOT TpoMO0eMOO/Tii.
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B yMoBax mpodinakTkyi BeHO3HOI TpomOoeMOostii KaiHIYHO HaMOiIbII
BX/IMBUM TIOKa3HUKOM € TpOoMO03 TMPOKCUMa/IbHUX Bif/Ii/IiB TMMOOKWX BeH,
nereHeBa eM0o0Jlii Ta CMepThb, BUK/JMKaHa DPO3BUTKOM BEHO3HOI TpoMOoeMOoiii.
OpHak mopiBHSAMBHA ePeKTHBHICTE Ta 0E3MeUHICTb [BOX IMPOJYKTIB TaKOXK MOXKe
OLIiIHIOBATHCS i3 3aCTOCYBaHHSM «CypOTaTHOT'0» KOMOiHOBAaHOTO TTOKa3HWKA, SKHM
CK/IAZIA€ETbCS i3 3arajibHOI KiIbKOCTI BUIAAKIB PO3BUTKY TPOMO0eMOOJTiuHIX
yCKMaIHeHb (CMepTb, 3arajibHa KiJbKiCTh BUIIA/IKiB PO3BUTKY TPOMOO3y TTMOOKHX
BeH, JiereHeBOi emOo0/ii Ta CMepTi, CIPUYMHEHOI PO3BUTKOM BEHO3HOI
TpoMboem0o0/1ii). BUCHOBOK I11[0I0 — BUTIAZIKIB PO3BUTKY BE€HO3HOI TpomMOoeMObomii
TOBUHEH 3/iMCHIOBATUCS He3a/Ie)KHOK KOMICIEH eKCIepTiB, sKi He MaTUMYTh
iH(opmatliito rpo npr3HaueHe JiKyBaHHS (KOJH).

JocipKkeHHs: MOBUHHO MPOBOJUTHMCH 3 UITKUM /JOTPUMaHHSAM KOHLIeTILil
no[ibHOCTi, TIpUUOMY MeXi MOZiOHOCTI MaroTh OyTHM BH3HAueHi 3a3faneriab i
HaJIe>KHUM YMHOM OOTpYHTOBaHi, Hacamrepe/, Ha K/IiHiuHili ocHOBi. JlocmimKeHHS
TOBUHHE TIPOJEMOHCTPYBAaTH TeparneBTUYHY PIBHOL[IHHICTh 3a OJHUM 3 [IBOX
BUII|e3ralaHuX PeKOMEeH0BaHUX Pe3yJ/IbTaTiB.

Ins  ouiHKM pe3y/bTaTy HeoOXiJHO 3aCTOCOBYBaTW CydYacHi MeTOoAu
AiarHOCTUUHOI Bi3yati3ariii. SIKirjo TpoM003 MPOKCUMaIbHUX Bifi1iiB TTHOOKUX BeH
MO>Ke OyTH [1iarHOCTOBAHO 3 BMCOKOIO TOUHICTIO Ta UYT/IMBICTIO TIPH 3aCTOCYBaHHI
y/IbTPA3BYKOBOi exorpadii, TO diTka OIliHKa TpPOM0O3y [JUCTa/JbHUX BiJIiTiB
ITMOOKMX BEeH MOJK/IMBA JIMIle TIPU 3aCTOCYBaHHI JBOCTOPOHHBOI BeHorpadii.
TakvM UMHOM, 3aCTOCYBaHHS JAHOI AiarHOCTUYHOI TIpolielypu € 000B’SI3KOBUM Y
paMKax J0C/IiKeHb, Y IKUX KilIbKiCTb BUMAZIKiB PO3BUTKY TPOMOO3y I/IMOOKHX BeH
€ OJHUM 3 MOKa3HUKiB e()eKTUBHOCTI JIiKyBaHHS.

Haii6inbm peneBaHTHI KOMITOHEHTH OCHOBHOTO TIOKa3HMKa e(heKTHUBHOCTI
(30KpeMa, KiNbKiCTh BUMAAKIB PO3BUTKY TPOMOO3y TIPOKCHMAnbHUX Bif/Ii/IiB
ITMOOKUX BEH, JiereHeBOI emO0o0J1ii Ta cMepTi) MOBHHHI TiATBEPAUTH ITOAIOHICTH
nBox TiperapaTiB. OIiHKa OCHOBHOTO TOKAa3HWKAa Ma€ 3ZiMCHIOBATUCS TIiJ 4ac
BUHUKHEHHsI CUMITTOMIB, SIKi BKa3yIOTh Ha PO3BUTOK BeHO3HOI TpoMOoeM0Ooiii, abo

3@ YMOBHU BIJICYTHOCTI TaKUX CHUMIITOMIB — HAlpUKIHL[I JIKyYBaHHSA. 3arajibHe
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ToZia/IbIIIe CIIOCTEPEXXeHHS IOBUHHO TPUBATH Lj0OHanMeHIle 60 AHIB [/ BUSIBJIEHHS
Ti3HiX TPOMOOTHYHUX YCK/IaZiHEHb.

Cnig  goTpUMyBaTHCS — TIPUHLWIIB, BUK/IQJEHUX Y  BCEOXOIUIFHOHOUMX
pekoMmeHzarisix KomiTeTy 3 KOHTPO/IO JiKapChbKUX 3aco0iB, MpU3HAueHWX st
3aCTOCYBaHHSI y JIIOAWHM 11070 OiosiorivHO TO/AIOHUX JiKapChKUX 3aco0iB
(CHMP/BMWP/42832/2005).

3.3. KiiniuHa 0e3meuHicTh

HaBith sIKII[0 e(heKTUBHICTh BUSBUTHLCS TTOPiBHSAHHOIO, 6i0I0TiuHO Mo/i0HMI
MiKapchbKui 3acib Moyke Bifgpi3HATHCA 3a TOKa3HUKaMHM Oe3meuHocTi. Ilepef
peecTpalli€ro HeoOXiJHO OTPUMATH JjaHi 3 6e3MeYHOCTi y TaKol KiJIbKOCTi TIAIfi€HTIB,
gKa € [OCTaTHbOK /i1 BU3HAUEHHS HeraTUBHUX IIPOSIBiB, MOB’A3aHUX 13
3aCTOCYBaHHSIM JIOC/Ti/I)KyBaHOTO JiKapcbKoro 3acoby. Ciiif peTesibHO TTOPiBHIOBATU
TUIl, YaCTOTy Ta TSKKICTb HEraTMBHUX MPOSBIB, TOB’SI3aHUX i3 3aCTOCYBaHHSIM
6ionoriuHo mozi6HOrO JliKapChbKOro 3aco0y Ta TperapaTy MopiBHSIHHS.

3a3Buuali MOpPiBHS/IBHI  ZaHi  0e3meuHoCTi, OTpuMaHi B  pe3y/bTaTi
BUTIPOOYBaHHS e(eKTUBHOCTi, € JOCTaTHIMU /s 3a0e3reueHHsT HaseKHOI
JopeecTpariiiiHoi 6a3u JjaHuX 100 Oe3meuHocTi. HeobxigHO MpOBOAUTH peTesbHY
OL[IHKYy Ta peeCcTpaljif0 BHUIIAAKIB PO3BUTKY CWU/IIbHUX KpPOBOTeU Ta BUIAJKIB
PO3BUTKY HE3HAaUHUX KPOBOTeY, IJ0 MalOThb 3HAUeHHs 3 KJIIHIYHOI TOUKU 30pYy.
Heo0bximHO BHKOPHUCTOBYBATU y3rO/pKeHY Ta KJIiHIUYHO pejieBaHTHY KiacHGiKarlito
KpoBoTeu. [lozibHO [0 OLiHKM e(eKTUBHOCTI, PpO3IJIsiZ, BUIMAJKiB PO3BUTKY
KPOBOTEU TIOBUHEH 3[iMCHIOBATUCS LIEHTPa/i30BaHO He3a/Ie)KHOK KOMICI€r0
eKCMepTiB, 110 He MawTh iHdopMalii Mpo TMpu3HaueHe JiiKyBaHHA (KOAu), i3
3aCTOCYBaHHSIM TOTIepeIHbO BU3HAUeHUX 00MeKeHb.

3 MeTOW  BUSBJ/IEHHA  BWIIQJKIB  PO3BUTKY  relapyiH-IHAYKOBAHOI
TpombOoruToreHii II Tumy iMyHoOmocepegKOBaHOTO THWITY ITiJ| YaC AOCTiKeHHS,
MmaijieHTaM, y SKUX BifMiuaeTbCsa TpoMmOormTorieHis Ta (abo) TpomOoemboumis,
HeoOXiZIHO BHKOHYBATHU Bi/JIIOBifHI [iarHOCTWUHI TIPOLleZyPH Ta aHaMi3u /s
KOHTPOJTIO KiJTbKOCTi TPOMOOLIUTIB.

PekomeHy€ThCS TIPOBe/jeHHS MIepeBipKU (PYHKIIIT MeUiHKMU.
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4. EKCTPAITIOJIANIA IIOKA3AHD
IemMoHCTpallisl MOPiBHAHHOI e(eKTUBHOCTI Ta 0e3MeuYHOCTi y TAaI[i€HTIiB i3
BUCOKMM DPHM3UKOM pPO3BUTKY BeHO3HOI TpomboeM0osiii, SIKMM BHUKOHYyBasach
XipypriuHa omnepatjisi, BiZiTIOBiJHO 10 peKOMeHZ0BaHOI IIpoLielypy, MoxKe ZJ03BOJISATH
eKCTpanoJIsALit0 3 IHIIMMHU T[MOKa3aHHSAMM [Jis TIperiapaTy TIOPiBHSAHHSA, SKI[O Lie

HaJIe)KHUM UMHOM OOTPYHTOBAHO 3asiBHUKOM.
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TIOJIATOK 2

PEKOMEH/JAIIIL 3 TPOBEJEHHSA JOK/IIHIYHUX TA K/ITHIYHUX
JOCJ/IIIKEHD BIOJIOI'TYHO ITOAIBHUX JIIKAPCBKUX 3ACOBIB,
AKI MICTATHb PEKOMBIHAHTHI EPUTPOIIOETVHN
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1. BCTYII

JItoACbKUK epUTPOIIOeTUH € TJIIKOMPOTeIHOM, SIKUM CK/aajaeTbcsi 3i 165
aMiHOKHCJIOT i 371e0i/IbIIIOro MPOAYKYEThCS Y HUPKaX i BiJIIOBiZae 3a CTUMYJISAILIiTO
BUPOO/IEHHS ~ epUTPOLMTIB. EpUTpOmoeTHH [yId  K/IHIYHOTO  BHKOPHCTAHHS
BUPOOJISIETbCSA i3 3acTOCyBaHHSAM  TexHosorii  pekombOiHanTHuX JHK 3
BUKOPDHUCTAHHSAM KJIITUH CCaBL{iB $IK €KCIPeCIMHOI CUCTeMH 1 Ha3UBAEThCS
€II0eTUHOM.

Yci emoeTuHW [/ K/IIHIYHOTO 3aCTOCYBaHHA MarTb aMIHOKWUC/IOTHY
TIOC/TiIOBHICTb, MOZIOHY /[0 €HJJOTeHHOTO epUTPOIIOeTHHY, aje BiJpi3HAIOTHCS 3a
MO/IeJI/THO T/TiKO3W/IH0BaHHS. ['1iKo3u/TtoBaHHS BIUIMBA€E Ha (DapMaKOKiHETHKY i MOXKe
BI/IMBAaTH Ha e(eKTHUBHICTh Ta O0e3MeuHiCTh, BK/IIOUAIOUM iMyHOTeHHICTb. [Ifis
BU3HAUeHHs TlapameTpiB Oisika icHytoTh (i3uko-ximiuHi Ta Giosoriudi MmeToau.

JIikapchKi 3acobu, sIKi MIiCTSTh €MOeTWH, y JaHWM Yac € TIOKa3aHUMH [jIs
CTaHIB JIIKyBaHHS Pi3HUX 3aXBOPHOBaHb, TAKUX, K aHeMis y TMAL[iEHTIB 3 XPOHIYHOIO
HUPKOBOIO HEJIOCTATHICTIO, BHUK/IMKAHA XIMiOTepari€lo aHeMiss Yy OHKOJIOTIYHUX
TAI[i€HTIB, a TaKOX /151 30i/IbITIeHHS KiJIbKOCTi ayTOJIOTiuHOI KPOBi, OTpHUMaHOI Bif
Tal[i€HTIB y MeXaX IMporpamu 300py ZOHOPCHKOI KpOBi. MexaHi3M fii eroeTuHy [i71st
BCiX 3apeeCcTpOBaHMX Ha J[l@aHMM MOMEHT II0Ka3aHb € OJHAaKOBMM, aje [03H,
HeoOXigHi [1a JoCSITHeHHs IMOTPiOHOI BiATIOBi/li, MOXKYTh 3HAUHO Bifpi3HATHCH, i €
HaWBUII[UMU [J/Is1 OHKOJIOTiYHUX MOKa3aHb. OCHOBHMMHU CriocobaMu 3acTOCYyBaHHS
eTM0eTHHY € BHYTPILIHbOBEHHUN Ta IiIIKipHUM.

EnoetrHrM MarOTh BiJHOCHO LIMPOKWK TepaneBTUYHWK iHTepBasa i 3a3BUYaM
Jn00pe MepeHOCATbCsA, 3a YMOBM KOHTPOJIFOBAHHSI CTUMYJISILII KiCTKOBOTO MO3KY
IUIIXOM OOMeXXeHHsT KiZbKOCTi Ta IIBWAKOCTI ITi[BUIIIEHHS TeMOorJiobiHy.
[IBuAKiCT, TIABUINEHHS TeMOr/Jo0iHy y Ppi3HHUX TMaIlieHTiB MOKe 3HauHO
Bi/IDI3HATUCH i 3a/1€XKUTh He JIUIIIE BiJl 103U Ta PeXXHUMY [103YBaHHS €MOETUHY, ajle 1
Bi/l iHIIMX YMHHMKIB, TAKMX SIK HaKOITMUeHHs 3ai3a, 0a30Bi piBHiI reMorno0iHy Ta
€H/JIOT€HHOI'0 ePUTPOMNOETHHY | HasgBHICTb CYIyTHIX MeAUYHUX TOKa3aHb, TAKUX K

3dlld/IeHHS].
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HagmipHa dapmakogHaMiuHa peakiiiss MOXKe MPU3BOJUTH 0 TiMepToHil Ta
TPOMOOTUYHUX YCK/IaZHeHb. KpiM Toro, crmocTepirasach iCTHHHa epUTpOLIMTapHa
arulasisi yepe3 yYTBOPEHHS aHTHTI/, II0 HEUTpasi3yloThb eIOeTHH, 3/e0ilbIIoro y
TAaLi€HTIB 3 HUPKOBOK aHEeMI€l0, fKi OTPUMYHOTh JIIKYBaHHS LIIAXOM MiJIIKIPHOTO
BBeZIeHHs1 ernoeTvHy. OCKiIbBKM BUK/IMKaHa PO3BUTKOM aHTUTLI  ICTUHHA
epUTpOLIMTapHA arviadisg € AyXe PiJKICHUM SIBUILEM, SIKe 3a3BHYali PO3BUBAETHCS
mic/s KibKOX MicsLiB abo HaBiTh POKIB JIiKyBaHHSI €[I0€TUHOM, BUSIBJIEHHSI TaKUX
SBUIL] € Ma/JIOMMOBIPDHHAM TMiJi 4yaC MPOBeAEHHS [AOC/iJIP)KeHHsI Tepesl peeCTpaLli€ro
npenapariB. KpiM ToOro, s TMeBHUX TPyN IIAlliEHTIiB Mo)Ke OyTH Ba)K/IMBUM
IMOBIpHMI BIUIMB €[I0€TUHY Ha aHTiOreHHWM Ta CTUMYJ/IIOHOUYUU PO3BUTOK MYXJ/IUH

edeKkTu.

2. COEPA [Ii
Y Uux pekoMeHJaLlifiX BUKJ/aJeHO BUMOI'M [0 TPOBeJeHHS AOKJIHIUHUX Ta
KJIHIYHUX [OCHiKeHb [/s1 JIiIKapChbKUX 3aco0iB, SIKi MiCTATb peKOMOiHaHTHWM
JIFOJICEKUM  €PUTPOIIOeTHH (eT0eTHH) i 3asgBISAIOTHCS AK OiosoriuHo mofibHi 10

IHILIOTr0, SIKUM BXXe TIPUCYTHIM Ha PHUHKY.

3. JOKJ/IIHIYHI JOC/IIIKEHHSA

o mouatKy K/iHiuHOi pO3po0OKM TIOBMHHI OyTW TIpOBeZieHi AOKJIiHiuHi
pocmimkenHss. LI #OKmiHIYHI  JOC/TII)KEHHST TIOBUHHI HOCWUTH TODPiBHSUTbHUM
xapakTep i OyTu po3pobneHi TakuM UMHOM, II[00 BUSBUTH PO30iKHOCTI ¥y
cdapmMakKoTOKCHKO/IOTiuHil Aii  GiosoriuHo TmozibHOro JlikapchbkKoro 3acofy Ta
riperiapaTy TIOPiBHSIHHS, @ He TMPOCTO OL[iHUTH BjacHe ix Ait0. OOpaHuii migxiz
TTOBHHEH OYTH TTOBHICTIO MiATBepKEHUH Y OIJIsA/i 10 K/IiHIUHOTO J0C/TiHKeHHS.

3.1. ®apmMakKoauHaMiYHi JOC/Ti/PKeHHS

HocnidoceHHs in vitro:

[y TIOpiBHSIHHS 3MiHHM aKTHBHOCTI Mi>K 0ioJioriuyHO TOAiOHHUM JTiKapChKUM
3acoboM i TIpermapaToM TIOpiBHSHHS HeoOXifIHO oOTpuMaTy JaHi OGaraThbox

TOPiBHANMBHUX OioaHasi3iB (HarpuK/Iaj, AOC/iHKeHHS 3B’SI3yBaHHS 3 PerenTopOoM,
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BUBUEHHsI Tpostidepariii KmiThH), 6arato 3 SKUX MOXYTh OyTH B)Ke OTpUMaHi 3
6ioaHasi3iB, OB’ A3aHUX 3 SAKICTIO.

HocniddtceHHs in vivo:

[TOBUHHO TPOBOAMTUCS KIJIbKICHE TIOPIBHSHHS E€PUTPOTreHHUX e(eKTiB
GiosioriuHo moAiIOHOTO JiKapCchKOro 3aco0y Ta mMperapaToM TMOPIiBHSHHS Y
BiIMOBiAHOMY  [OCHi/pKeHHI Ha TBapuHaX. IHdopMallisi Npo epuTporeHHy
aKTHUBHICTh MO)Ke OyTHM OTprMMaHa 3 OIKMCAHOTO JOC/i/)KeHHS TOKCUUHOCTI TIpH
OaraTopa3oBoMy 3aCTOCyBaHHI mperapaTy abo 3i creljiaJbHO CIJIAHOBAHOTO
JOCTiKeHHsT (HaTlpUK/a/l, AOC/i)KeHHS Ha MHUIIaX 3 HOPMOLUTEMI€l0 3TifHO 3
€Bporielicbkol0  (hapMakorieero; faHi MOXKyTb OyTH oTpuMaHi 3 6ioaHasi3is,
OB’ I3aHUX 3 AKICTHO).

3.2. TokcuKo/I0riuHi JOC/TiPKeHHA

Heo0xifHO oTpyMatu JaHi MpUHAWMHI OJHOTO JOC/i/PKeHHS TOKCHYHOCTI
npu OaraTopa30BOMY 3aCTOCYBaHHi IIperiapaTiB y BiJITOBiJHOTO BUAY TBapuH
(HampuK/a[, MIypiB).

TpuBanicTh JOCHIKeHHSI Ma€ CKJIaJaTh MpUHaWMHI 4 TwkHi. JlocmimpKeHHs
Ma€ 3[iMCHIOBAaTHCA Yy BiAMOBIAHOCTI 3 BuMoramu «IIpumitTok o HacrtaHoBu 3
JOKMiHIUHOI  OI[iHKM  0e3MeuyHOCTi JIiKapChbKUX 3acobiB  6iOTeXHOJIOriUyHOro
noxokeHHsi» (CPMP/ICH/302/95) Ta «Guideline on similar biological medicinal
products containing biotechnology-derived proteins as active substance: non-clinical
and clinical issues (EMEA/CHMP/BMWP/42832/2005)». KoHKpeTHi BKa3iBKH
11010 TJIAaHYBaHHA Ta 3J1MCHEHHS LIbOr0 JOC/II/PKEHHSI TaKOXX MOXKYTh MICTUTHUCH Y
«IIpumitkax o HacraHoBW 3 TIpOBeeHHS [JOC/IpKeHb TOKCUYHOCTI TIpU
baraTopa3oBoMy 3actocyBaHHiI mnperapaTiB» (CPMP/SWP/1042/99). Biamnosigni
TOKCHMKOKIHETMYHI BUMipIOBaHHsI MaroTh BUKOHYBatucs («IIpumitku 1o HacraHoBu
3 TOKCUMKOKIHeTUKU: PekomMeHpaLii 3 OL[IHKM CUCTEMHOr0 BIUVIUBY IIPU TIPOBeJeHHI
TOKCUKOJIOTIYHUX AocaimkeHb», CPMP/ICH/384/95) y wMexax [AOC/iI>KeHHs
TOKCHMYHOCTI TIpy OaraTOKpaTHOMY 3aCTOCYBaHHI TIpelapaTy Ta BK/OYAlOTh

BU3HAUEHHS YTBOPeHHS1 aHTUT1 («PekomeHpjanii 3 OL[iIHKM iMyHOT€HHOCTI
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TepareBTUUHMX  OUIKiB,  ofep)KaHWX  3a  JIONOMOror  BGioTexHOJsoTii»
EMEA/CHMP/BMWP/14327/2006).

HaHi 11040 MicClLeBOI MepeHOCHMOCTI y TIPMHAMMHI OZHOTO BUAY TBapWH
MaloTb OyTH TIpejicTaBieHi 3rimHo 3 «IIpumitkamu g0 HacTaHoBU 3 MpoBeZieHHS
JOK/TiHIUHUX  [OCTiPKeHb MiCI[eBoi TIepeHOCHMMOCTi  JIiKapCchbKUX  3acobiB»
(CPMP/SWP/2145/00). fkiio MOXIUBO, AOC/iI)KeHHS MiClieBOI MepeHOCUMOCTi
HeobXiTHO TIPOBO/JIUTH B paMKax OIMMCAHOTO AOC/Ti/PKeHHs] TOKCUYHOCTI TIperapariB
rmpy OaraTOKpaTHOMY 3aCTOCYBaHHi 3TifHO 3 «PeKoMeHJallisMH 3 ITPOBE/IEeHHS
JOKTHIYHOTO AOC/Ti/PKeHHsT 0e3reuHoCTi AJiA 3ZilMCHeHHsT KTiHIYHMX BUMNPOOYBaHb
Ha JOJsgX Ta O(OpMJIeHHsS peeCcTpalliiHOro cBifolTBa s (hapMalleBTHUHHX
3acob6iB» (CPMP/ICH/286/95).

HocnimkeHHs: papMako/ioriuHoi 6e3rmeuyHoCTi, TOKCUKOJIOTiYHOTO BIUIMBY Ha
PerpoAyKTUBHY CUCTEMY, MYTareHHOCTI Ta KaHL[EPOIeHHOCTI He Haje)kaTb [0
CTaHAAPTHUX BHUMOT [0 TIPOBeAIeHHS [JOK/MiHIYHMX BUIIPoOyBaHb 6io0TiuHO

no/1ibHUX TiKapChKUX 3aC00iB, sIKi MiCTSTh €eMOeTHH K aKTHBHY CybOCTaHIlito.

4. K/ITHIYHI BUITPOBYBAHHSA

4.1. ®apMakoKiHeTHUHI JO0CTiPKEeHHA

dapMakoKiHeTHYHi BIACTMBOCTI 0io/oriuHo mofibHOro Jikapchbkoro 3acoby
Ta rpernapary IOpiBHAHHSA [MOBUHHI ITOPIBHIOBATUCA B IMepeXpeCHOMY JOC/IiKeHH]
IIpY OJHOPA30BOMY 3aCTOCYBaHHI MpenapariB /J1d 3asB/IeHUX LUISXiB BBeJeHHs, 10
KX 3a3BU4Yall HajieXKaTh IiJIIKipHe Ta BHYTPIlIHbOBEHHE BBeJleHHS. [IpUHHSITHOO
JOC/i/DKyBaHOIO TPYTIO0 BBaXKatOThCsl 370poBi A06poBosibLi. OOpaHa [go03a Mae
HajeXXaTu [0 UYTJMBOI UYaCTUHU KPUBOI 3a/Ie)KHOCTI  «go3a-edekr». [lo
JOCTiHKyBaHUX (hapMakOKiHETUUHMX MapaMeTpiB Hasje)kaTb IUIOIIa IIiJi KPUBOKO
(AUC), makcumasnbHa KoHileHTparjisi (Cmax) Ta uac HamiBBuBeZeHHs (T1/2) abo
noBHUM KiipeHc (CL/F). Mexi piBHOLIIHHOCTI MatOTh OyTH TiorepeiHbO BH3HAUeHi
1l Hajne)XHUM UWHOM OOIpyHTOBaHi. [Ipu TIaHYBaHHI AOCTIPKEHHS CJIif
BpPaxoByBaTH po306iKHOCTi ctocoBHO T1/2 /it BHYTPiLIHBOBEHHOTO Ta TiAIKiPHOTO

LI/ISIXIB BBEZIEHHS 1 3a/IEXKHICTh 03U €MOETUHY BiJi MOTO K/IipeHCY.
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4.2. ®apmakoguHaMiuHi AOC/TiPKeHHSA

dapmakoyHaMika B ONTUMaAbHOMY BapiaHTi Ma€ OLIHIOBAaTUCh Y MexKax
TOPiBHSJTLHOTO (hapMaKOKiHeTUUHOro AocuifpkeHHs. ObOpaHa [03a Ma€ HajekaTH
[0 JIIHIMHOI BUCXiJHOI YaCTMHU KPHMBOI 3a/IeXKHOCTI «ZJo03a-edeKkr». Y paMmKax
[LOCITiIKeHb TIPU OJHOKPAaTHOMY 3aCTOCYBAHHI IperiapaTiB YUC/I0 PETUKYJ/IOLUTIB €
Haiibi/fbIl ~ pejieBaHTHUM, a  OTXKe, Moxe OyTM  peKOMeH[J0BaHUM
dbapmako[uHaMiYHUM MapKepoM [i/isi OLiHKM aKTUBHOCTI eMoeTUHy. 3 iHIIoro 00Ky,
YMCJIO0 PETUKYJ/IOLMTIB He € BHU3HAHUM CypOraTHUM MapKepoMm egheKTUBHOCTI
eroeThHy, a OTXKe, He € TPUHAHITHOI KIHI[EBOK0 TOYKOK Yy KJIIHIYHUX
BUTIPOOYBaHHSIX.

4.3. locaipkeHHA K/IiHIUHOI e()eKTUBHOCTI

[MToxibHa KniHiuHA edeKTUBHICTL 6io/IOTiUuHO MOZIOHOTO TiKapChKOro 3aco0y
Ta TIperapaty TOPiBHSHHS TIOBUHHA OyTW TIPOJAEMOHCTPOBAaHa Y HaJIeXHO
3abe3reyeHNX paHAOMi30BaHUX K/IiHIYHUX BUMPOOYBaHHSIX Y MapajienbHUX rpyriax.
Ockinbky (papMaKOKiHeTHMKA JIiKapChKOTO 3aco0y TMpu BHYTPIIIHLOBEHHOMY Ta
i IKipHOMY 3aCTOCYBaHHi 3a3BHYaM Bifpi3HAIOTHCS, e(eKTHUBHICTb 0ioJIoTiuHo
nozibHoro JlikapcbKoro 3aco0y Ta miperiapaTy TOPiBHSHHSI Ma€ BW3HAUYaTHCS [I7Is
000x uwuIAxiB BBeleHHS. Lle MoXe AOCSATaTHUCS LUIIXOM TIPOBeleHHS OKPeMUX
K/IiHIUHUAX [JOCTiKeHb J/si 000X CrocobiB yBefeHHS a0 IIISIXOM ITPOBEIEeHHS
OJJHOTO K/IiHiUHOTO BUIIPOOYBaHHS [I/Isi OIHOTO CrIOCOOy BBeZleHHS i 3abe3reueHHs
HaJIeXKHUX JIOTIOMIKHUX JAHUX [IJIs iHIIIOTO CIIoCo0y (UB. HIKUe).

[TigTBEpMAKyBa/bHE JOCTI/PKEHHS B ONTUMa/JbHOMY BapiaHTi Mae OyTu
MO/IBIMHUM C/TiINUM [/ yHUKHEHHS yIlepe/I>)KeHOCTi.

UyT/uBICTE [0 BIUIMBY eIOETWHY € BUIOK0 I[PU 3aXBOPIOBAaHHSAX, L0
CYNPOBO/KYIOThCSL  [1e(Dil[UTOM epUTpPONOeTUHY, HiK TIpU THUX, $Ki HUM He
CYyIPOBO/KYIOThCSI. BOHa TakOX 3a/e)KuThb BiJj UYyTJMBOCTI KICTKOBOI'O MO3KY.
TakuM YMHOM, PEKOMEH/JOBAHOK TIONYJIAL[IEI0 AOCTI)KYBaHUX € TIAL[i€EHTH 3
HUDKOBOIO aHeMi€lo i 0e3 cepiio3HUMX YCK/IaZiHeHb (TakKUX sIK BaXKKi/XpOHiuHi
iHdexii, kpoBoTeua, abo peakilii, BUKIMKaHI TOKCUUHICTIO alOMiHil0), Y SIKUX

OUiKy€eTbCs BifnoBigHe rocnabneHHs edekTy Bif miKyBaHHS ermoeTHHOM. OCKiTbKU
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JI031 eroeTHHy, HeoOXifgHi A/ JocsrHeHHST ab0 MMATpUMaHHSA 3aJaHOrO pPiBHS
reMor/iobiHy, 3a3BUYail € pi3HUMM [jIs TAL[iEHTIB [0 remMofianily Ta Tif dyac
reMoziasi3y, 1ii ABi TPyIX He TOBUHHI B OJHOMY JOC/IiI’KEHHI.

Y HacTynHUX po3fiiax MpezcTaB/eHO Pi3HI Bepcil Ta peKoMeHZallil 1070
TOro, SIKHM UHWHOM MOXKHa TIPOJIEMOHCTPYBaTH T0/i0HY e(heKTUBHICTb ABOX
MiKapchKuX 3aco0iB, sKi micTsaTh ernoeTrH. CIIOHCOp MOKe 00paTu SIKyCh 3 LMX
Bepciti abo 3MiHUTU iX, ajle HEOAMIHHO Ma€ TPe/ICTaBUTU JJOCTOBipHe HayKOBe
0OIpyHTYBaHHSI 06paHOrO IMiIX0AY.

JemoHcmpayis ecpekmueHocmi 060x wWAsIXi68 88e0EHHSI.

a) IloxibHa edekTuBHICTH 000X NUIAXiB BBeJeHHS MOXKe OyTH
TIPOZIEMOHCTPOBAaHA IIJITXOM TIPOBe/IeHHsI IBOX OKPeMUX K/IiHIYHUX BUTIPOOYBaHb.

Komb6iHariist gocmimkeHHs «da3u KopeKiiii 103u» TpH MigIKipHOMY BBeZieHHi
eroeTvHy (HampuK/azj, y TPyMi MaLi€eHTIiB, SKUM NPU3HAUeHO MPOBeJIeHHS Jiai3y)
Ta JOCTi/pKeHHs1 «(a3u MigTpUMaHHS [03U» BBeJeHHS TIPU BHYTPIlIHLOBEHHOMY
BBe/IeHHI ernoeTWHY (HalpWK/Ia[, y TPYIi Talli€eHTiB, KM BHUKOHYBaTUMETbCS
remMoiiasiz) Mae 3abe3rneuyBaT MaKCUMyM iHdopMariii 1mpo 6iosioriuHo 1o OHMiA
eTI0eTHH.

HocnimpxkenHs: ¢a3u KOpeklilii 031 BU3Haya€ AUHaMIKy peakilii Ta /j03yBaHHs
y ¢a3i Kopekiii aHemii i € 0cOO/MBO MPUMHATHUM /I BH3HAU€HHSI IapaMeTpiB
npodisiro Ge3reyHocTi, MOB’s13aHOTO 3 (hapMaKoAWHAMIKOI 0i0/oTiuHO TMOAi6HOTOo
nmiKapchKoro 3aco0y. BoHO Mae OXOIUTIOBaTH TIAIliEHTIB, SIKMM paHillle He
TIPOBO/IU/IOCH JTiKyBaHHS, ab0 MallieHTiB, SKWM paHillle MPOBOAWIOCH JIiKYBaHHS,
micasi AOCTaTHbO TpUBalOro repiogy 6e3 3acTocyBaHHs ernoeTwHy i 06e3
Tiepe/IMBaHHs epUTPOLUTIB (HaNpuK/iaz, 3 micswi). Y pasi norepegHbOro JiKyBaHHS
CTUMYJIATOPAMM €pUTPOIIoe3y TpUBaiol Ail (TakuM SK TMeriJibOBaHUW EerOeTHH)
MO>Ke icHyBaTH 1oTpeba y 6isbin TpuBatiii asi 6e3 sikyBaHHS.

3 inmoro 60Ky, mociimpkeHHs a3 IiATPUMAaHHS J03H MOXKe OyTH OibII
YyT/IMBAM [IJIs1 BUSIBJIEHHSI pO30i’KHOCTeHM y 0io/oriuHiii akTWBHOCTI GiosoriuHo
no/iiGHOTO JTiKapChbKOTO 3aco0y Ta Tperapary MOpPiBHSHHS, X04a [JOCBi/Jl CBiJUUTH,

10 JOC/TiHKeHHS Y (a3i KOpeKilii TakKo)K MoXke OyTH JOCTaTHLO CesIeKTUBHUM. [11aH
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JocmimkeHHs: y a3l migTpuMaHHA [I03M  Ma€  MiHiMi3yBaTh  TI0YaTKOBY
HEeOJHOPIAHICTH i 30epiratu edeKT MornepeHLOTO AiKyBaHHSA. [IJi HOCTiKYBaHUX,
npotarom ($asu crabimizailii, Ma€ 3aCTOCOBYBAaTHCS OINTHMAJbHO THTPOBAHHM
TrperiapaT TIOpiBHAHHSA (CTiMKMM piBeHb TeMor/iobiHy y 3aJjaHOMY [iaria3oHi IpH
He3MiHHIM /1031 eroeTHHY Ta pe)kuMi 0e3 MepesiiBaHHs) TPOTATOM BiAMOBIZHOTO
yacy (3a3Buuait mpuHaMHi 3 micsiii). ITicis boro cy6’€eKTH paH[0Mi30BaHO MarOTh
nepeBOAUTUCS Ha OiosioriuHo mofiOHUE fMikapckkuid 3aci6 abo rmpemapar
TOpiBHSIHHA 3i 30epe)kKeHHsIM iXHBOI ZI03W eIOeTHHY, SIKy BOHU OTPUMYBAIH [0
paHjowMmi3aLiii, peXXuMmy [J03yBaHHA Ta LUIAXY BBeJeHHA. B ajbTepHaTUBHOMY
BapiaHTi o0uBa AOCTi/KeHHs, AK 3 MiANIKIDHUM, TaK i 3 BHYTPilTHbOBEHHUM
BBEJIEHHSIM, MOXXYTh 3[IMCHIOBAaTUCh Y PEXUMI MiATPUMAaHHS, KO0 1[e HaJIe>KHUM
YMHOM OOI'DYHTOBAHO.

Y mipotieci 060X J0C/TiHKeHb 103U eM0eTUHY Mal0Th TOUHO TUTPYBATHCS [JIsI
JoCSITHeHHsI (ocmiipkeHHs y da3i Kopekiiii) abo miaTpuManHs (goc/timpKeHHs y das3i
MigTpUMaHHs) 3a/laHOi KOHI[eHTpallii reMoryiobiHy. AJTOPUTM TUTPYBaHHS Ma€
OyTH OAHAKOBMM /i 000X TpyM J/KyBaHHSA i TOBUHEH BiJIOBiZaTH ITOTOUHIMN
K/TiHIYHIM TTPaKTULIi.

[Mpu pocnimpkeHHi y ¢a3i Kopekijii ONTHMa/JbHOI OCHOBHOI KiHIIEBOHO
TOUKOIO € KiJIbKiCTh MAIli€HTIB, Y IKHUX PEeECTPYETLCSA MEeBHHUI PiBeHb IeMoriao0iHy,
abo 3MmiHa piBHA remoryiobiny. Ilpu pocnimpkeHHi y ¢aszi miaTpymanHs 7034
ONTHMMAa/IbHOK OCHOBHOK) KIiHLIEBOKDO TOUYKOK € KUIBKICTb MAaL[i€HTIB, Yy $KUX
TOKa3HUK reMOrJIOOiHy MiATpUMYETBHCS Y 3a/laHOMY Aiaria3oHi, abo 3MmiHa piBHIO
remorno0iHy. OfiHaK Te, 110 /103a €MOeTHHY TUTPYEThCS AJIs AOCATHEHHsT OakaHol
peakilii, 3HWKY€E UyT/IUBICTh TIOB’S3aHMX 3 TIeMOrj00iHOM KiHI[€eBUX TOUOK IS
BUSIBJIEHHSI MOXXTMBHX PO30i>kKHOCTel edheKTUBHOCTI y Tpyrax IMaijieHTiB. Takum
YMHOM, /I03yBaHHS €T0eTHHY Ma€ OyTH TIePBUHHOIO KiHIIEBOIO TOUKOIO B 000X
TUMax JOCJIiIPKEeHHS.

HNaHi a5 po3paxyHKy MEePBUHHUX KiHIIEBUX TOYOK e(eKTUBHOCTI MaroThb
OyTH OTpHMaHi ITiJ] Yac BiATOBigHOTO TIepioAy OLiHKH. 4-TH>KHEBHUM TIepiof OI[iHK!

3 5-T0 10 6-1 MicsLi AociiKeHb SIK y ¢da3i Kopekiiil, Tak i y ¢a3i miaTpumaHHs, €
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TIPUMHSATHUMU [/ YHUKHEHHSI MOXK/IMBUX e(eKTiB repeHeCceHHs BiJ MorepeHbOro
NiKyBaHHS i 03BOJISIE 3AiMCHIOBATH TIOBHY OL[iHKY MOYK/TUBHUX P030i>KHOCTel B 000X
KiHIIeBUX TOUYKaX 3a HasBHOCTI CTabi/mi3oBaHMX PiBHIB Tremorno0iHy Ta 03
eroeTvHy. $KII0 TepBUHHA OlliHKa eheKTUBHOCTI 3IiMCHIOETLCSA y OibI paHHIN
MOMEHT uacy, 3asgBHHK Ma€ IpPOJeMOHCTPYBAaTH, 1[0 MOK/IMBI pPO30iKHOCTI B
edeKTUBHOCTI Oy MOBHiCTIO 3aikCcoBaHi.

Mexi BiamoBigHOCTI [/ 000X TMEPBMHHMX KiHLIEBUX TOUOK MawTb OyTH
TrorepeiHbO BKa3aHi ¥ Ha/le)KHUM YMHOM OOTPYHTOBaHi Ta MalOTh OYTH OCHOBOIO
I 3a0e3reueHHsT AOC/TiHKeHAsS. SKIo 3MiHa TOPiBHSHO 3 BHUXiHUM TMOKa3HUKOM
reMor/iobiHy BUKOPUCTOBYETLCS SIK OCHOBHA KiHIIeBa TOUKA, PEKOMEHYEThCSI MeyKa
BigmoBigHoCTi £ 0,5 r/ay1. BuMoru 1110710 1iepe/iiBaHHS KPOBi MatOTh OyTH BK/TFOUeHi
K BaK/IMBa BTOPMHHA KiHL|eBa TOUKa.

b) IniMM crioco6om AeMoHCTpailii mofioHoi epeKTUBHOCTI /151 060X MIISAXiB
BBe/IeHHsI TIperiapariB Ma€ OyTH [JeMOHCTparlisi MOPiBHAHHOI eheKTUBHOCTI IS
OJTHOTO IIUIAXy BBeJIEHHS Y TIOPiBHSABHOMY K/IiHIYUHOMY BUMpPOOyBaHHI Ta
3abe3mneuyeHHs TOPIBHSIJTBHUX dhapMakoKiHeTHUHKX/(hapMaKOAMHAMiUHUX
JOTIOMDKHUX J@HUX AJis OIHO/I030BOT0 Ta 0araTto/030BOro BBeZieHHS Y UyT/IMBI /10
eTI0eTUHY TPyMi (HampuK/af, cepef 3[0POBUX A0OPOBOJIBIIB) /ISl iHILIOTO IUIAXY
BBeZieHHs1. baraTozio3oBe (hapMakoKiHeTHUHe/(papMaKogHaMiuHe [0C/IiI)KeHHsST Ma€e
TPUBATU IllOHaKMeHIlle 4 TWKHI 3 BUKODHUCTAHHSIM HE3MiHHOI /03U eNOeTUHY Y
MeXXaX TepareBTUYHOIO Jiara3oHy Ta 3MiHM y TIOKa3HHKax TreMOTro0iHy sK
TepBUHHOI (hapMaKoIMHaMiUHOI KiHI|eBOI TOUKHU.

OCKUIbKM TOPIBHAJIBHI [jJaHi CTOCOBHO IMYHOT'@HHOCTI 3aBXJW BUMAararoTbCs
TIPY TAMKIPHOMY 3aCTOCYBaHHi, SIKIII0 BOHO MPOBOAMTHCS, TO HAMOIIBIIT PO3YMHUM
TiX0J0M y 1[bOMY a/JbTepHAaTHBHOMY ClleHapii Mae OyTH MpoBeJeHHS KIiHIYHOTO
BUTIPOOYBaHHS i3 3aCTOCYBaHHSM ITIIIKIDHOTO BBEJEHHS  eMOeTUHY Ta
3abe3neueHHs] apMaKOKiHeTUUHUX/(hapMaKOAUHAMIUHHX JOTIOMDKHMX HaHUX [I7Is
BHYTPIILIHbOBEHHOT'O LIJISIXY BBEJIEHHSI.

Y UbOMy BUMNAJKy TalLli€eHTH, $Ki OepyTb ydacTb y MJOCTI[PKeHHi TIpu

MiIKipHOMY 3aCTOCYBaHHI TIperiapaTy, MarOTh OTPUMYBAaTH [OC/iIKyBaHUN abo
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riperiapar TMOPIBHAHHA B ifjeasii TPOTArOM ycCixX 12 MicsuiB Ay OTpUMaHHA 12-
MIiCSTYHUX TIOPIBHSUVIbHUX JAHUX 3 IMyHOT€HHOCTi (AuB. po3ain 4.3 Hukue). Y 1eu
MOMEHT TIAI[i€HTIB, AKi OTPUMYIOTh MperiapaT MOPiBHAHHS, He0OXiJHO repeBecTy Ha
JIIKyBaHHA [OC/II[)KyBaHMM IIiperaparoM, 1 3a BciMa IallieHTaMU BeJeTbCs
ToZlasibllle CIIOCTepe)KeHHs, HaIlpUK/aZ, IPOTArOM [OAATKOBUX 6 MicALiB, A/
po3mmpeHHs 0a3u AaHMX 1010 0e3reyHOCTi Ta iMyHOreHHOCTi OioJioriuHO
noziibHoro mikapcbkoro 3acoby. A6o X, CTOCOBHO TIJIaHy, JOC/i/PKyBaHOI TPyMnu Ta
KiHIIeBHUX TOUOK K/TiHIUHOTO BUMPOOYBaHHS, 3aCTOCOBYIOTHCS TaKi cami ITOJIOXKEeHHS,
K Ti, 1110 Oy710 BUK/Ia/IeHO BUIIE Y ITiIIyHKTI a.

JemoHcmpauyis ecpekmusHocmi 00HO20 WISIXY 86€0€HHS.

SIkiio repeibava€eThCs 3aCTOCYBAHHS JIMIIE OJHOTO IIVISIXY BBeEHHs, TO Ma€
TIPOBOUTUCH (apmakoKiHeTUUHe/papMaKoAUHaMIUHe JNOC/ipKeHHsI  TIpU
OJJHOKPaTHOMY 3aCTOCYBaHHi TIperiapaTiB Ta AOCIipKeHHS y ¢a3i Kopekijii abo y
¢dazi migTpuMaHHS [03W [J1S BiJTOBiAHOrO 1LLIAXy BBeAeHHS. CTOCOBHO BJacHe
JOC/iIKeHHs1, JOC/i)KyBaHOI TPYIX Ta KiHL[eBUX TOYOK K/IiHIYHOTO BUMPOOyBaHHS
3aCTOCOBYIOTHCS TaKi caMi TIOJIOKEHHS, sK Ti, 1[0 Oy/JM BUK/IAZIeHi BHINE Y
TipOo3Aii a).

HepmocTaTHiCTb [JaHUX W[OJ0 IHIIOrO MUIAXY BBeJeHHS Mae OyTH UiTKO
BifjoOpa’keHa y CTUC/TiM XapaKTepUCTHLIi JiikapcbKoro 3acoby (SmPC).

4.4. KniniyHa 0e3me4HicTh

[MopiBHsIbHI faHi 3 6e3rMeuyHOCTi, OTpUMaHi 3a pe3y/bTaTaMU AOC/iKeHb
eeKTUBHOCTi, 3a3BUYail € [JocTaTHIMA [y 3abe3reueHHs]  HaJe)KHOI
JopeecTpariitiHoi 6a3u JaHuxX 3 Oe3reyHoCTi. [I0 HeraTMBHUX TMIPOSIBIB, SIKUM
TIPUIIAETECA 0COOMMBA yBara, HajieXkaTh TillepPTOHisl / 3aroCTPeHHs TilepToHil Ta
TpoMO0eMOoJTiuHi yCKIaHEeHHS.

3asBHUK Ma€ TIPeJCTaBUTH JaHi MIOAO0 iMyHOreHHOCTi, 3ibpaHi mpoTsromM
njoHanMeHIe 12 wMicAiB #0 peecTtpanil npenapary. IIpuHUWNM  OL[iHKK
IMyHOr€HHOCTI BUK/Ia[leHO y «PekoMeHJalifiX 3 OL[HKM IMYHOT€HHOCTI
TepameBTUUHMX  OifKiB,  oJepXKaHWX  3a  JOMOMOTol0  GioTexXHOsOrii»

(EMEA/CHMP/BMWP/14327/2006). 3a BigCyTHOCTi CTaHAapTU30BaHUX aHasi3iB
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BUMararoTbCsl CYIyTHI [aHi II0J0 IMYHOre€HHOCTI Tiperiapary TIIOPiBHSIHHA [JIs
HaJIe>KHOT'O TOsICHEeHHsI pe3y/bTaTiB. [TopiBHsIbHA (pa3a B ONTHMMaIbHOMY BapiaHTi
Ma€ OXOIUTIOBaTA TOBHUM 12-MicAuHMM mepiof, OL{iHKU. [ns KOpOTIIHX
MOPiBHSVIbHUX (a3 3asBHUK Ma€ TMpPeACTaBUTA HAJiMHUM apryMeHT Ha
i TBep)KeHHs TOro, 10 Lie He Ipu3Be/e [0 HeBU3HAUeHOCTI 1[0/10 iIMyHOI'e€HHOI O
TIOTeHI]iay Oi0eKBiBa/IeHTHOTO eTI0eTHHY.

HeobxigHuM € 3acTocyBaHHSI [JOCTOBipHOTO, BMCOKOUYT/IMBOT'O aHasli3y
aHTUTILJI, SKUW 3/1aTeH BUSIB/ISTU K paHHI (HU3bKoadiHHI aHTUTINa, 30KpeMa, Kaacy
IgM), Tak i mi3Hi (BucokoadiHHi aHTWTi/IA) iMyHHi peakijii. BusiBjieHi aHTUTiNa
noTpeOyIOTh  TMOZAJBIIIOT0  BHU3HAUeHHS  TlapaMeTpiB, BK/IIOUAOUW  iXHil
HelTpasi3ylounii mnoreHuUian. s pgocnimkeHb y  ¢a3i kKopekuii iy dasi
TMiATPUMaHHS 034 PEeKOMEHY€EThCsl OTPMMaHHS KOHTPOJIbHUX 3pa3KiB. Peectpatjis
YTBOPEHHST HEUTPasIi3yrounux aHTUTI/I ab0 HaBiTh iCTUHHOI epUTPOLIUTApHOI ariasii
y [OpeeCTpaLiiHuX [OC/Ii[PKeHHSIX € HaBps[ UYd MOXJIMBOKO uepe3 Te, L0 BOHU
PO3BUBAIOTHCS Y BKpaill piIKMX BUIIAJKaX, i iX BUSBAEHHS CTAaHOBWIO O 3HauHY
npobsieMy 0Oe3medHOCTi JiKapchbkoro 3acoby. Xoua 3HaueHHsI 3B’si3yBajbHUX,
HEeHeUTpali3ylouMxX aHTUTLJI € He IiIKOM 3’SICOBaHUM, CYTT€Be 30i/lbIlIeHHS
MOLIMPEHHS] TaKUX AaHTUTI [0 BUIPOOYBAaHOrO JiKapChKOTO 3aco0y BUKJ/IMKAE
CYMHIBH 110710 6€311eYHOCTi Ta CyTiepeunTh repeayMOBi TI0/[iOHOCTI.

OCKiNBbKY MiJIIKiPHAM IIUISIX BBe/IeHHS 3a3BUuaii € 6isibIll iMyHOTeHHUM, HiXK
BHYTPIILIHBOBEHHUM WLIISAX, | MAL[i€eHTM 3 HUPKOBOK aHeMil0 CKJIaZJal0Th TPy
PU3UKY ILOA0 PO3BUTKY aHTUTLI [0 elOeTHHY, BUK/IMKAHOIO ICTUHHOKO
epUTPOLIMTapHOIO aryiasieto, 0a3a JaHHWX iIMyHOTeHHOCTI Ma€ BKJ/IHOUATH [OCTaTHIO
KIJIbKICTD TIALIIEHTIB 3 HUPKOBOK aHeMi€ro, IKi OTPUMYIOTh MiJIIKIPHI 1H’€KLii, 3a
BUHSITKOM BUIIAJKiB, KOJIM TTi/IIIIKipHE 3aCTOCYBaHHS IIperiapary He Tepea0aueHo B

LIl TTOMYJISALII.

5. POSHIMPEHHSA ITOKA3AHD
OCKiJIbKM MeXaHi3M [Iii eroeTUHy € OJHAaKOBUM [Jig BCiX 3aTBepyKeHHWX Ha

JJaHWM YaC TIOKa3aHb, 1 ICHye Jiville OJWH BiJJOMHUU pELIENTOD €eIOeTHHY,
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JeMOHCTpallisi edeKTUBHOCTI Ta Oe3meuyHOCTi TpM HUPKOBiM aHeMmil moryckae
eKCTPAaroJIsALio 3 iHIIMMU MOKa3aHHIMU [iJIsl TperiapaTy MOPIBHAHHSA [PU TaKOMY

CaMOMY LUJIAXY BBeIeHHs.
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TOJIATOK 3

PEKOMEH/JIAIIIL 3 TPOBEJIEHHS JOKJ/ITHIYHUX TA K/JIITHIYHUX
TOC/IIIKEHB BIOJIOT'TYHO IIOAIBHUX JIIKAPCHKUX 3ACOFIB,
SIKI MICTSATh PEKOMBIHAHTHUH JTFO/ICHKI PO3UYMHHUN
THCYJITH
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1. BCTYII
JIroACBKHUM iHCYITiH /19 TeparieBTUUHOTO 3aCTOCYBAaHHS IIPe/ICTaBJIsIE COOO00

HeTIJIIKO3U/IbOBAaHUM, 3B’A3aHUM AUCYy/Ib(igoM rerepogumep 51 aMiHOKHUC/IOTH.
HakommueHO 3HauyHWM [IOCBii BUPOOHUWIITBA IHCY/IiHY [Jid TeparieBTUYHOTO
3aCTOCYBaHHS 3 [pKepesl TBaPUHHOIO MOXOJKeHHs (y (opMi HamiBCUHTETUYHOIO
iHCy/TiHy) Ta 3a [JOTIOMOTO0 Pi3HOMaHITHUX PeKOMOIHAaHTHUX TeXHOJIOTiH. [CHYIOTh
Gbi3uKo-xXimMiuHi Ta GionoriuHi MeToAM 411 BU3HAUEHHSI XaPaKTePUCTUK TIEPBUHHUX,
BTOPHMHHUX Ta TPETUHHUX CTPYKTYDP MOJIEKY/IM PeKOMOiHaHTHOTO iHCYJIiHY, a TaKOX
[T BU3HAUEHHs CIIOPiJHEeHOCTi HOro perenTopiB Ta 0io/OTiuHOI aKTMBHOCTI B
yMOBax in vitro Tta in vivo. YUUHHI HaCTaHOBU 3 SIKOCTI, «PekomeHpalii 11010
GiosioriuHo TOAIOHMX JHiKAapChbKUX 3aco0iB, aKTUBHOIO CyOCTaHIIi€l0 SKUX €
0i0TeXHOJIOTiUHO oZiep>KaHi OinKm: BUMOT'H Jifo] SIKOCTI
(EMEA/CHMP/BWP/49348/2005»), m0pUCBsiYeHI MNUTaHHSAM  TOPiBHSHHOCTI,
MicTaTh iH(GOpMal[if0o TIPO BU3HAUEHHS XapaKTePUCTWK Ta aHasi3 OiosoriuHo
noAibHoro miKapchbKoro 3aco0y Ta BiJMOBiAHOrO mMperapaTy IIOPiBHSHHA. Y
BUIQJIKy PeKOMOiHAHTHOTO  iHCy/NiHYy J/IIOAWHW  CdijJl  TIPUAIISATA  yBary
cyOcTaHLlisIM/IOMIllIKaM, TIOB’SI3aHUM 3 TIperapaToM, Ta JOMIIIIKaM, TIOB’SI3aHUM 3
TeXHOJIOTiYHHUM ITIpPOLiecoM, i, 0cob/Bo, Ae3amifgo-popmam Ta iHIIMM GopMam, sKi
MOXXHa OTPMMAaTH y BEKTOpPI eKCIIpecil uM Ha eTarax TpaHC(popmariiii, CripsiMOBaHUX

Ha BuajeHHs C-miernTuay Ta pereHeparjito TPUBUMIPHOI CTPYKTYPH.

Edektn iHCcyniHy Hacamriepesi 3a0e3MeuyroTbCs IUISXOM  CTUMYJISILT
iHCYJIIHOBOT'O peLleNTopy, MpoTe iHCY/TiH TaKOX € CTa0KUM TIPUPOHUM JIiraH[0M

perienTopy iHCyaiHomoAi6HOTo dhakTtopy pocty 1 (IOP-1).

Bigomo, 1110 Ti K caMi perLieniTopu 3ajisHI y MeXaHi3Mi [ii, 1110 1oB’s3aHa i3
3aTBep/pKeHMMM Ha CbOTOJHIIIHIM  JileHb TepareBTUYHUMM  I10Ka3aHHAMM

peKoMOiHaHTHUX iHCYJ/IiHIB JTFOUHM.

YacTo BUHUKaOTh aHTUTL/IA 10 peKOMOIHAHTHOTO iHCYJIiHY JTFOIUHHU,
repeBakHO, y (hOpMi MepexpecHO pearyrounx aHTUTLI. ICHYIOTh MOOANHOKI

TIOBiZJOMJIEHHS TIPO Te, IO 1ie sSIBUIIle Ma€ CepPHo3Hi HacmiAKu /s eeKTUBHOCTI abo

44



6e3meuHocTi. [ToTeHI[ian pO3BUTKY aHTUTIJI, CrielfudiuyHUX /10 TperapaTy/I0MIIIIOK,
notpebye orjiHku. PeKoMOiHaHTHUI iHCYJTiH TFOIMHN 3aCTOCOBYIOTh TAIIKipHO ab0
BHYTPIillIHLOBEHHO. BifloMo npo MO>k/TMBi (PakKTOpU PU3MKY [i/1s1 iIMyHHOI BiAMOBiAi

TaL[i€HTIB.

2. COEPA JIi

Lli pekoMeH/aLlii BU3HAYAOTh AOKJ/IIHIUHI Ta K/IiHIYHI BUMOTH [I0 Mperiaparis,
AKi MIiCTATb PO3UMHHUN iHCYTiH i, SIK CTBEPIKYEThCS, € 0i0/JoriuHO Mo/iOHUMU

niKapcbKOMYy 3aco0y, 1110 B)Ke peasti3yeThCsl Ha PUHKY.

3. JOKJ/IIHIYHI JOC/II/IDKEHHSA

[Tepiu HiXK pO3MOYMHATH K/IiHIYHY po3p0OKY HEOOXi/[HO MPOBECTU JOK/IiHIUHi
pocigpkeHHs. Ll jocmiykeHHsT TOBMHHI HOCUTH TIOPIBHSUIBHUM XapakTep, 1 IXHiM
IW3aiiH Ma€ OyTU CHIpsSMOBAHMM Ha BCTAHOBJIEHHS BigMiHHOCTeH y BiJTOBiZi Ha
GionoriuHo MOZiOHMM MiKapchbKUi 3acib Ta rperapaT MOpPiBHSHHS, a He JIMIIe Ha
OLIIHKY BiAMOBiAi K Takoi. 3acTOCOBAaHMM TIigXim Mae OyTH TIOBHICTIO

0oOIrPpyHTOBAaHMM Y AOK/TiHIYHOMY aHaJTi3i.
3.1. ®apmakKoaMHaMiYHi JOC/Ti/PKeHHS
JocniddceHHs 8 ymogax in vitro

[7nis oLiHKK OyAb-IKUX BiAMiHHOCTeH y BIacTUBOCTSIX OiosioriyHo nozibHoro
nmikapcekoro 3aco0y Ta Tiperapary MOpPIiBHSHHS HeoOXifIHO TIPOBeCTH Taki
TIOPiBHSAMBHI AOC/i/PKeHHS, sIK: 6i0/I0TiuHi JOC/TiIy)KeHHs CITOPiAHeHOCTi B yMOBax in
vitro; [OCHi[pKeHHs 3B’sA3yBaHHA IHCyJ/iHY Ta pegenropy I®P-1, a Takox
JOC/Ti/PKeHHST B/IaCTUBOI oMy akTuBHOCTI. Lli maHi MOXKyTh OyTH BXKe 4aCTKOBO
OTpMMaHi y Tmpoijeci 0io/soriuHMX AOC/iHKeHb, TMPOBeAEHUX [/ BHU3HAUEHHS
aKTUBHOCTI  MpU  OLiHLI  (I3MKO-XIMIYHMX  XapakTepUCTUK.  Bakimeo
NPO/IeMOHCTPYBATH, 110 [JOC/I[)KeHHs, $Ki 3aCTOCOBYHOTb [Jisi BCTaHOBJIEHHS

TIOPiBHSIHHOCTi, MalOTh BiAMOBiAHY UyTIMBICTH i 3AaTHI BU3HAUaTU HaWpiOHiIIi
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BiIMiHHOCTI, a eKCIIepUMEeHTH CITMParThCAd Ha JOCTaTHIO KiJIbKICTh PO3BeJleHb [Jist
dbopMyBaHHS KPHUBOI, 1110 [03BOJISIE BCTAHOBUTH B3a€EMO3B’SI30K KOHIIEHTpaAllisi —

Bi/ITIOBi/Ib.
JocnidxceHHs 8 ymosax in vivo

He ouikyeTbcsi, 10 TOpiBHs/IbHE(1) AOCTipKeHHd (dapMaKOAUHAMIiUHHUX
ebektiB Oyzme(OyAyTb) [AOCTaTHbO UYTAMBUM(M) [Jis BU3HAUEHHS BiCyTHOCTI
no/1ibHOCTI, IKy He B/Ia/I0Csl BU3HAUWTH TIif] Uyac AOC/i/pKeHb in vitro. 1K mipaBuUio,

take(i) gocimpkeHHs He ToTpibHe(i) y TIpoljeci miATBepAKeHHS TTOPiBHSAHHOCTI.
3.2. TokcuKo/I0riuHi JOC/TiPKeHHA

Cnif, mpefcTaBUTH [laHi, OTpPUMaHI MNpU TIPOBeJEHHI TMPUHAWMHI OJHOTO
JOCJIiIPKeHHSI TOKCUYHOCTI 3@ [TOBTOPHOTO BBEJIEHHS Ha BIZINOBIAHOMY BU/|i TBapUH
(HampuK/a[, Ha 1Iypax). TpuBasicTb JOCTII)KEeHHSI Ma€ CTaHOBUTU I[OHaliMeHIle 4
TWXKHI. JloC/mipkKeHHsT CJIif TPOBOAUTH BIATOBIAHO A0 BUMOr «lIpUMITOK [0
HacraHoBr 3 TmpoBefjeHHS [IOCTi/)KeHb TOKCUYHOCTI TIpy OaraTopa3oBoMy
3acTocyBaHHi nmpernapariB» (CPMP/SWP/1042/99) Ta wMicTuTH BiAmnoBigHI
TOKCUKOKIHETHUHI BHMIDIOBAHHS, TIpOBeJeHl BiANOBiAHO g0 «lIpumiToK [0
HacraHoBU 3 TOKCHMKOKIHETHKH: PekoMeHgarii 3 OL[IHKM CUCTEMHOIO BIUIMBY IIpU
TPOBE/IeHHI TOKCUKOJIOTIYHUX AociimkeHb» (CPMP/ICH/384/95). ¥ uboMy 3B’s13Ky

0CO0/IMBY yBary CIifi IpUALISTH BU3SHAUEHHIO iMYHHOT BiATIOBifi.

laHi TIpo MicC1ieBy NMepeHOCUMIiCTb TIPUHAWMHI /1711 OJHOTO BUAY TBApWH CJIiJ
Hajzatu BiAnoBiAHO 0 «[IpumiTok mo0 HacraHOBM 3 TIpOBeleHHS [JOK/IiHIUHUX
JOCJTiHKeHb MiCI[eBOi TIepeHOCHMOCTi JlikapchbKux 3acobiB» (CPMP/SWP/2145/00).
AKIo AOLiIbHO, BU3HAUYEHHS MiCLIeBOI TMEPeHOCHMOCTI MO)KHa TIPOBOJUTH B

PdMKaX BHUIIIEBKA3dHOI'O ,Z[OCJ'[i,Z[)KeHHH TOKCUYHOCTI 3a IMMOBTOPHOI'O BBE€AE€HHAI.

[lnss peKoMOiHAaHTHUX iHCYJIiHIB JIIOAWHM, $Ki po3pobsieHi fAK T1oAiOHI
JMKapceKi 3aco0u, He TMOTPiOHO TIPOBOAWTH iHIN CTaHAAPTHI TOKCHKOJIOTiUHi

JOCJTiIKeHHS.
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4. KJITHIYHI BUITPOBYBAHHSA
4.1. ®apMakoKiHeTHUHI AOCTiPKeHHA

BigmoBigHi  dapMakoKiHeTWUHi  B/IacTUBOCTI  OiosoriuHo  moaibHOTO
niKapceKoro 3aco0y Ta rpernapaTy MOpiBHSHHS CJTiJ] BU3HAUaTH TIi/l Yac TIPOBeZeHHS
TIepexpecHoro A0C/Ii)KeHHs OLHOKPaTHOI 03U IpH 1i MiJIIKIPHOMY 3aCTOCYBaHHI.
KomruiekcHi MOpPIBHAJIBHI  [aHI €/, TpeACTaBUTHM FK 3aJIeKHICTh Yacy Ta
KoHLleHTpawil (roia nig kpuBor (AUC) sk oCHOBHa KiHIeBa TOUYKA, @ Cmax, Tmax
Ta Tip, — AK ApyropsiiHi KiHieBi TOuku). ba)kaHO TIPOBOJWUTU AOCTi KEeHHS 3a
yuacTiO MarjiedTiB 3 giabetom I tumy. Criz BpaxoByBaTH (haKTOPH, sIKi BILTUBAIOTh
Ha @K BapiaTMBHICTb, HaNpuK/aj, 403y IHCYJIHY Ta MicuLe iH €KLl / TOBIJUHY

TiAIKIPHOTO XKUPY.
4.2. ®apmakoguHaMiuHi AOC/TiPKeHHS

Krniniyna aKTUBHICTH IHCY/IIHOBOT'O rperiapary BU3HAYAETHCS
XapaKTepUCTUKaMM TilloraikeMiyHoi BiAMOBiZi y KOHTeKCTi yac — edekT, 1110
BK/IFOUA€ BU3HAUEHHS e€JIeMeHTIiB (apMakKoJWHaMiKU Ta (papMaKOKiHEeTUKHU.
dapmako[rMHaMIiUHI [laHi BiirpatOTh MepeBa)kKHY POJib Y BU3HAUEHHI MTOPIBHAHHOCTI
aHa/IoriyHOro peKOMOiHaHTHOTO iHCY/iHYy /mOAWHW. [N BU3HAUEHHS IUX
XapaKTepUCTUK TIiIXOAWTb TIO/BiliHe Ciiire, TepexpecHe AOCTiPKeHHS 3 MeTOR0
dikcarii craHiB rinepiHcyniHeMiuHoi eyriikemii. Cjify TipeACcTaBUTH JaHi TIpo
MOPIBHSIHHICTh Y KOHTEKCTI IIBUJKOCTI iH(Y3il [TFOKO3U Ta KOHLIEHTpAaL|il iHCY/IiHY
y cupoBarili. Bubip mnomysnsiii AocTipkeHHST Ta TPUBAIICTh  JOCIIiHKeHHS

HeobXigHO 06IPYyHTYBaTH.

PiBHI r/1r0KO34 y M1asMmi cj1ifi BU3Hauatu B paMkax @K fpocrifpkeHHs mic/s

MiJKIPHOrO 3aCTOCYBaHHS.
4.3. TocaipKkeHHs K/IiHIUHOi e(peKTUBHOCTI

Skmio Ha migcraBi PK ta @] raHUX MOKHA 3pOOMTH BUCHOBOK ITPO KITiHIUHY
TTOPiBHSHHICTb, HETOTPiOHO MPOBOAMTH JOCTiKeHHS e(eKTHBHOCTI Ha OCHOBI

IPOMDKHUX Ta K/IIHIYHUX [TepeMiHHUX.
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4.4. Kniniuna 0e3neuHicTb
ImyHoz2eHHicmb

[MTutanHs OGe3meuHocTi OiosoriuHo TOAIOHOTO PEKOMOIHAHTHOTO iHCYMiHY
JIOIMHU Hacamriepe/] TOB’s3aHi 3 HOro iMyHOTeHHUM mMoTeHIjiaioM. [luTtaHHs
IMYHOT€HHOCTI MO’KHAa BHU3HAUWUTHU JIMILIE LUIAXOM TIPOBeJeHHs KJ/IHIUHUX
JOC/TIiDKeHb BiAMoBiAHOI TpuBasocTi, TOOTO IjOHaMeHIIe 12 Micgi[iB npu
MiIKipHOMY 3acTOCyBaHHi rpenapary. [TopiBHsibHA (a3a LbOro JoC/IiJpKeHHsI Mae
TPUBATU IJOHAaMMeHILIe 6 MiCALB i Ma€ 3aBepPIUIMTUCSA [0 3aTBEPKeHHS Mpernapary.
Hani, 3i6pani mo 3aBepineHHi 12 MicsIiB, MO)KHa TIPpeACTaBUTH B paMKax
3000B’s13aHb TIic/is peectpaiiii TiperiapaTy. OCHOBHUM CIIOCOOOM BH3HaueHHS
HaCJIiJKiB Ma€ CTaTU YacTOTa BUMAZKiB (pOpMyBaHHSI aHTHUTI/I 10 JOCTiPKYBaHOTO

MiKapChKOTo 3aco0y Ta rperapary rmopiBHSHHS.
[Tnanu oUx JOC/ipKeHb MarOTh BpaxOBYBaTH:

e OOrpyHTyBaHHS TOMYJIALI JOCTiI)KeHHS i3 3a3HaueHHsIM JJaHUX TIPO TIOTepeHE

3aCTOCYBaHHS 1HCY/IIHY;

® BU3HAUEHHS MOHATH, SKi 3aCTOCOBYIOTHCSl y MOMNepeJHbO BU3HAUEHOMY aHaJli3i
J@HUX IMYHOT€HHOCTi y KOHTeKCTi edQeKTiB Ha KIiHiuUHi pe3y/ibTaTu
(ryikeMiuHUM KOHTpPOJIb, BUMOTU [0 [03 IHCY/IiHYy, MiClleBi Ta CUCTeMHi
aJleprivHi peakuii).
Micyeei peakuyii
Ao npu 1poBeieHH] BUILLEBKA3aHWX HEKJIIHIUHUX | HeTPUBA/IUX K/IIHIUYHUX
JOC/Ti/>KeHb BUHUKAIOTh Oy/Ib-5IKi MATaHHS, He0OXiJHO TTPOBECTH A0JATKOBY OI[iHKY
MICL[eBOI TIepeHOCUMOCTI [0 BUITYCKYy IiperiapaTy Ha pUHOK. [Hakiie i peakijii
nMoTpeOyIOTh  MOHITOPUHTY Ta JOKYMEHTYBaHHS B paMKaX /IOC/TiKeHb

IMYHOI'€HHOCTI.
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TIOJIATOK 4

PEKOMEHJIAIIIL 3 ITPOBEJEHHS JOK/ITHIYHUX TA K/ITHIYHHUX
JAOCJ/IIIKEHD BIOJIOI'TYHO ITIOAIBHUX JIIKAPCBKUX 3ACOBIB,
AKI MICTATb COMATPOIIIH
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1. BCTYII

OcHoBHUI 0i0NOTiIYHO AKTUBHHUM TOPMOHY POCTY JIFOJWHU TIPeZCTaBJIsSE
co00r0 O/THOMAHITIOIOBY HeETJIiKo3uaboBaHy 191 amiHokucnoTy, 22 kKD mominenTuz,
o0 BUPOO/SIEThCS Y TepeiHid momi rimodiza. 'opMoH pocty [As KIIiHIYHOTO
3aCTOCYBaHHSI Ma€ iJeHTUYHY TMOC/IiJOBHICTh aMiHOKHCJIOT Ta BUPOOJISETHCS
pPeKOMOiHAaHTHOIO TeXHOJori€l, BUKOpUCTOBYIoun E. coli, kmitTiHM ccaBIjiB abo
JAPK/DKOBI KMTUHU $IK cucTemy ekcripecii. CTpyktypa i 6iosioriuHa akTMBHICTB
coMartporiiHa Mo)ke OyTH oxapaKTepH30BaHa BiAMoOBiAHMMH Gi3uKO-XiMiuHUMM i
bionoriunumMu  MeToZiaMHM. ICHye Killbka MeToguK Ta  OiorectiB, 11100
OXapaKTepH3yBaTH i aKTUBHY CyOCTaHI]itf0, i peUOBUHH, 1[0 TIOB’s3aHi 3 JIiIKapChKUM
3ac0b60M/IOMIIITKHY, TaKi K JeamMifioBaHi Ta OKUC/IeHi GOpPMH i CYyKyITHOCTI.

['OpMOH pOCTY BOJIOZi€ TIOTY>)KHWM aHaOO/IiUHUM, JTMOMITUUYHHUM Ta aHTH-
iHcyniHOBUM edektamMu. E@deKTH TropmMoHy pOCTy BIUIMBalOTh $K Harpsamy
(HampuK/IaJl, Ha aAUMOLMAM i TelaTOLMTH) i OMocepeJKOBAaHO uepe3 CTUMYJISILi0
iHcyniHonogi6HOro dakropy pocty (romoBHuM uvHoM IGF-1). Jlikapceki 3acobw,
[0 MiCTSTh COMATPOITiH, Ha TeMepilllHii Yac 3aCTOCOBYIOThCS /11 HOpMaJli3aLlii uu
TIOJTIITIIIeHHS TIOKa3HMKIB JIiHIMHOTO pocTy Ta/abo 36epeXkeHHsT KOMIIIEKIii 3a yMOB
nediluTy ropMOHY pocTy abo CTaHiB, He MOB’s13aHUX 3 /Ie(DilIUTOM 1[LOTO TOPMOHY.
Ti K peuenTopy, $K BBaXKaeTbCsl, 3a/y4yalOTbCd [0 BCIX IOrOJKeHUX
TepareBTUYHUX [MOKa3HUKIB TOPMOHIB POCTY JIFOUHHU.

CoMaTpoITiH Ma€ MHUPOKe TepareBTUYHE BiKHO Yy JiTel mif yac a3y pocTy, B
TOM uac SIK JOPOC/i MOXKYTh OyTH OiMbIll Uy TJTUBUMM [/I51 AeSIKUX TIOOIYHUX e(eKTiB.
Bynu onucaHi aHTUTI/Ia JO COMATpOMiHa, BKIKOYAKOUM, Jy>Ke PiKO, HeUTpasi3yroui
aHtutisia. [Ipobnemu Oysau MOB’si3aHi 3 UYMCTOTOI i CTaBLMBHICTIO TEXHOJIOTIMN
BUT'OTOBJIEHHSI JIiIKApCHKMX 3aco0iB. CoMaTporiH BBOASTH MiAIIKIPHO; MO>MK/IHBI

dakTopu pu3uKy iMyHHOI BiAINOBizi HeBiZOMi.

2. COEPA [IIi
LIi pekoMeH/aLlil BU3HAUarOTh JOK/IiHIYHI ((h)apMaKOo-TOKCHUKO/IOTiYHA OL[iHKA)

Ta KIIiHIYHI BuUMoOru (dapMakokiHeTHUHi, ¢dapMakoAUHaMIiUHI [JOCTipKeHHS,
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J0C/TiHKeHHsT epeKTUBHOCTI i 6e3meKkn) 10 TperapariB, 110 MiCTATb COMAaTPOIIiH i,
K CTBEPPKYEThCS, € 6iosoriuHo moZibHUMU Tperapary, [0 BXKe peasti3yeTbCsl Ha

PDUHKY.

3. JOKJVIIHIYHI JOC/II/IDKEHHSA

[Tepesx T1OU4aTKOM KIIiHIUHOI pO3p0o0OKH, CJIifi TPOBECTH AOKJIiHiuHi
pociaimkenHsi. Lli BumpoOyBaHHsS MarOTh OYTH TODIBHSUIBHOTO XapakTepy i
po3po0sIeHi /11 BU3HAUEHHS BigMiHHOCTEH y (papMaKO-TOKCHKOJIOTiuHiM BiAmoBimi
MiXK GiosioriuHo moAibHUM TiKapCchKUM 3acO0O60M Ta IperapaToM MOpPiBHSHHS, a He
TPOCTO OL{IHKY BiZMNOBI/i IK TAKOI.

3.1. ®apmakoArHaMiYHi JOC/TiHKeHHS

JocniodoceHHs in vitro:

Ins toro 106 oiiHUTA Oy/Ab-AKi 3MiHM B PEaKTHBHOCTI Mi>K 0io/ioriuHO
noiOHUM JTiKapChbKUM 3acO000M Ta TiperiapaToM TOPiBHSHHS, TIOBUHHI OyTy HazaHi
JaHi  psiAy TIOPiBHSVIBHUX  JOC/I[)KeHb  (Hampukaaz, peLenTop-3B'a3yroui
JOC/Ti/KeHHs1, aHasti3u miposidepatiii K/IiTHH), YaCTUHA 3 SKUX BXe MOXYTb OyTH
JOCTYIIHI 3 JOC/IipKeHb 1[040 AKOCTI.

HocniddceHHs in vivo:

BiarnosigHa in vivo Mozesib Tpu3yHiB (HarpyK/aj, aHami3 30i/IblileHHs Baru
Ta/abo aHaJIi3 3pOCTaHHS FOMIJIKK y He3pIHX Trinodi3eKToMoBaHUX IIypPiB) MOBUHHA
OyTH BHWKOpWCTaHa /I KiJbKiCHOTO TIOPiBHSHHS (apMakoAWHAMIiuHOI  [ii
GiosioriuHo mozibHOroO MiKapCHKOTo 3aco0y Ta Iperapary MopiBHSHHS.

3.2. TOKCHKOJIOTiUHi JOC/TiPKeHH S

[lpyHaliMHI C1ii HaJaTA AaHi OJHOTO JOC/i/I)KeHHS] TOKCUYHOCTI 3a YMOB
TOBTOPHOTO BBeZIEHHSI [/l BiAMNOBIAHWUX BHU/IB TBapuH (HaANpUKIQ[, IIypH).
TpuBasicTh AOCTIKeHHsS TTIOBMHHA OyTH He MeHIle 4 TWKHIB. [Joc/ipkeHHs Mae
rnpoBoAuTUCA 3rifHO A0 BuMor «IIpumitok g0 HacranoBu 3 T1ipoBefeHHSA
JOCTi/PKeHb TOKCUYHOCTI TIpy 0OaraTopa3oBOMY 3aCTOCyBaHHi IperiapaTiB»

(CPMP/SWP/1042/99) i Bkmouatd B cebe BiANOBiHI TOKCUKOKiHETHYHI
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BUMIpIOBaHHA BIiANOBiAHO A0 «[IpumiToK A0 HacTaHOBM 3 TOKCUKOKIHETUKM:
PekomeHpallii 3 OLIiIHKM CHCTEMHOIO BIUIMBY IPU MNPOBeJEHHI TOKCHUKOJIOTIUHUX
nocraimkenb» (CPMP/ICH/384/95). Y 11boMy KOHTeKCTi 0co0/iMBa yBara IOBHHHA
OyTu TipyisieHa BU3HAUEHHIO iIMyHHUX BiZITOBizIeH.

HaHi 1040 MicC1ieBOI MepeHOCUMOCTI, TIPpUHaWMHI Jj1s1 OJHOTO BUAY TBapHH,
NMOBUHHI OyTM HazaHi BigmoBigHo mo "TlpumiTok Ao HacrtaHoBu 3 TpoBefeHHS
JOKMHIYHMX  [IOCTi/pKeHb MicileBOoi  TepeHOCHMOCTi  JIiKapCbKUX — 3aco0iB»
(CPMP/SWP/2145/00). Akmo MOXIMBO, AOC/IIKEHHS MiCLIeBOI MepeHOCUMOCTI
MO)Xe OyTH BHMKOHaHe B paMKaxX OIMCAHOTO JOC/Ti/PKeHHS TOKCHUYHOCTI 3a
TIOBTOPHUX BBEJIEHb.

HocnimkerHss  dapmakosorii  0e3rekw, pernpoJyKTUBHOI  TOKCHYHOCTI,
MyTareHHOCTI i KaHI[epOreHHOCTi He € 000B’I3KOBUMM BUMOTaMH [1JIs1 IOK/TiHIYHOTO
BUBUeHHs1 0io/oriuHOo MoAi6GHUX TiKapChKUX 3aco0iB, 1[0 MiCTSITh TOPMOH POCTY B

SKOCTi aKTUBHOI CcyOCTaHIIii.

4. K/ITHIYHI BUITPOBYBAHHSA

4.1.dapMakoKiHeTHUHI AOCTi)KeHHA

BigmoBigni  ¢dapMakokiHeTuuHi  BaacTMBOCTI  OiosioriuHo  moAi6HOTO
JMiKapchKOro 3aco0y Ta Tiperiapary IIOPiBHSIHHS, IIOBUHHI OyTH BHW3HAueHi B
repexpecHoMy [OOCTIJKeHHI 3a OJHOKPATHOrO MiJIIKIPHOTO BBeJeHHs. 310pOBi
N0OpOBO/BII BBA)KAIOTHCS TIPUJATHUMHU, ajie CJ1iJj IPUNAHATA [0 YBard CYTIPecito
€HZIOTEHHOI0 TOPMOHY, HamnpuK/aj, aHaJloroM COMaTOCTaTUHYy. llepBUHHMMI
(dapmakokiHeTnuHuii napametrp — AUC (mioia mijj KpUBOK0), BTOPMHHI NapaMeTpy
— Cpax 1 T12. Mexi mopiBHSIHHOCTI TOBWHHI OyTH BHU3HaUeHi aripiopHO i Ha/e)KHUM
YMHOM OOTPYHTOBAHI.
4.2. ®apMakoAUHAMIUHI AOC/TiHKeHHA

dapmakouHaMiKy OakaHO OI[iHIOBAaTHM $K YaCTHHY ITOPiBHSTBHOTO
(apMaKOKiHETUUHOTO JOC/TiPKEHHS.

O6paHa fo3a moBWHHa OyTH B JIiHiMHIM BUCXifHiN uyacTWHI KpPUBOI MJ03a-

peakilis  (BiAmoBigp).  IHCymiHO-TIOZiOHMM  dakTOp  pocTy -  Kpaluu
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dapMakoAHaMiUHUM MapKep aKTMBHOCTI COMAaTpOIliHA i PeKOMEeHAYETbCS AJIsi
BUKOPHCTAHHSI Yy TOPiBHSJIbHUX (hapMaKoJuWHaMiuHUX AOCTi/pKeHHsX. Kpim Toro,
MOXXYTb OyTH BHKOPMCTaHI iHIIIi MapKepH, Taki K 0inok-3, 110 3B’s3y€e iHCYJIiHO-
no1ioHMM (hakTop pocTy. 3 iHIIoro 60Ky, uepe3 Bi/ICYyTHICTb YiTKOT'O B3a€MO3B'SI3KY
MiXK CHUDOBaTKOBUMMU PiBHSIMHU iHCY/TiHO-110/1i0HOTO (DaKTOpy POCTy Ta 3pOCTaHHIM
BiZITIOBifi, iHCymiHO-TIOAIOHMI (haKTOp pOCTY He € TpUAATHUM CypOTaTHUM
MapkepoM e(eKTUBHOCTI COMaTPOMiHy B K/IiHIYUHUX BUTTPOOYBaHHSIX.

4.3. KniHiuHa e()eKTUBHICTh

EdektuBHiCT, KaiHiUHOI TIOpiBHSIHHOCTI MK  OiosioriuHo  mofi6HUM
JiKapCbKUM 3ac000M Ta TperapaToM IMOPiBHSHHS Ma€ OyTH MPOZEeMOHCTPOBaHa SIK
MiHIMyM B OJHOMY, JOCTaTHbO OOTPYHTOBAaHOMY, PaH/AOMi30BaHOMY, 3
napajeJlbHAMA TpPyrnaMu KiiHiyHOMYy BunpoOyBaHHi. KriHiuHi Bunpo6yBaHHS
MOBUHHI OyTH MOABIMHMMHU CinUMU, 1[00 YHUKHYTH yrepeikeHOCTi. SKijo 1ie
HEMOJK/IMBO, TpMHAliMHI 0coba, 1110 BUKOHYE BUMipIOBaHHSI 3pOCTY He TIOBUHHA
MaTH JOCTYILy [0 JIIKyBaHHS MAaL{i€HTIB B paMKax JOC/IipKeHHs.

UyTtnusicTb A0 edeKTiB cOMaTpoIliHy BUIille B yMOBax AedillUTy TOPMOHY POCTY,
HiXK y HeZiedilJUTHUX CTaHaXx.

HenikoBaHi fiT 3 AedilluTOM TOPMOHY POCTY PEKOMEHJYIOThCS sK 1[iTbOBa
rpyma MomnyJ/siii y Joc/Ii/pKeHHi, Oy ayuu 4yT/IMBOIO i Biomoro Mozeso. Cy0’ekTu
JOCTiKeHHsI TIOBUHHI OyTH TiperybepTaTHOTO Tiepiofly /10 i Mif, yac MopiBHSAIBHOI
¢a3u BurpoOyBaHHS, 11100 YHUKHYTU BTPyUaHHs My0epTaTHOTO pMBKA 3POCTAaHHS B
edekT mikyBaHHs. Lle Mo)ke OyTH AOCATHYTO, HArNpUK/Ia[, LIITXOM OOMeXeHHS
BiKy/KIiCTKOBOTO BiKy Ha MOMEHT TOYaTKy JOC/ifkeHHs. BaxiuBo, 11100
JOC/TiKyBaHi TPyny peTeslbHO OanaHCyBalUCs [/ BUXiJHAX XapaKTePUCTHK, TaKk
sK 11e OyZie BIUIMBATH Ha Yy T/IUBICTh i TOUHICTD KiHI]EBHUX TOUOK.

3MiHa y IIBUIKOCTI pocTy abo 3MiHa y TOKAa3HUKY BiJXWIeHHsS CTaHAapTy
IIIBUZKOCTI POCTY BiJ TOUAaTKOBOI'O piBHS /0 3a3faerib 00yMOBIEHOrO KiHIIS
MOPIBHANMBHOI (Da3u [OC/IPKEHHSI € pPEeKOMEHOBAHOK TIePBMHHOIO KiHLIEBOIO

TOUYKOIO ECbEKTI/IBHOCTi. IToka3HMK CTaHOAPTHOT'O Bi,[[XI/IJ'IEHHH POCTY -
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pPEKOMeH/I0BaHa BTOPMHHA KiHLeBa Touka. CiliJi MPUWHATH O yBaru KOPUT'yBaHHS
(dakTopiB, 1110 BIVIMBaIOTh Ha Bi/IOBiib HA COMATPOITiH.

[Tin uvac mopiBHs/IbHOI a3y [AOC/TiKeHHs, 3piCT Ma€ BHUMipIHOBaTUCS
NpUHalMHi 3 pa3u KOXKHOMY Cy0’ekTy mo rpadiky, a pe3yabTaTU yCepeJHIOIThCS
a1t aHanizy. OO0B’SI3KOBO BUKOPHUCTAHHS BaliJOBAaHOTO TIPUCTPOI0 BHUMipIOBAHHSI.
[TocnmiioBHI BUMiprOBaHHS 3POCTY TIOBHMHHI OyTH CTaHZApTU30BaHi i BUKOHYIOTHCS
1pub/IM3HO B TOM Ke Yac JIHs, TUM >Ke BUMipIOBa/IbHUM IpU/Ia/ioM i, 6aykaHo, TUM
)Ke TPeHOBaHUM TepcoHanoM. Lli pekoMeHzaIlil CripsIMOBaHi Ha 3HMKEHHS TTIOXUO0K
BUMIPIOBaHb I MiH/IUBICTb.

[nsi BU3HAueHHA HAAIMHUX TOKa3HUKIB 3pOCTYy, Ba)K/IMBO OTpPUMAaTH
BUMIpIOBaHHSI 3pOCTy CTaHAAPTHO [0 JiKyBajJbHOI a3y, BUKOPUCTOBYHOUU
BaJ/li/JOBaHUM NPUCTPil BUMipIOBaHHSI.

Uepe3 3HauHy MIH/MBICTB Y KOPOTKOCTPOKOBOMY 3POCTaHHi, Ce30HHI
BIMIHHOCTI B POCTi 1 TMOMMJIKM BHUMIPIOBAaHHSI TIPUTaMaHHI KOPOTKOCTPOKOBUM
BUMIPIOBaHHSIM 3pOCTYy, peKOMeH/J0BaHa TPUBAJIiCTh MOPIBHS/IBHOI (pa3u CTAaHOBUTh
He MeHIle 6 MiCALIB 1 MOKe TIPOJOBXUTUCSA [0 12 MicCALiB.

Po3paxyHOK MOKa3HUKIB 3pOCTaHHSI [0 JIiKyBaHHsSI TOBUHEH 0Oa3yBaTucs Ha
nepiojax crocTepeXxeHHs1 He MeHIIe 6 i He Oisbiie 18 micsiiB.

Mexi MOpiBHAHHOCTI TOBWHHI OyTH 3a3/aneriib OOyMOB/IeHi i Ha/eXXHUM
YMHOM OOIPYHTOBaHi, Hacamriepe/i Ha K/IiHIYHUX TifcTaBax i 6yTv OCHOBOIO Ayisi
TIPOBe/IeHHs JOC/IiIPKeHHS.

4.4. KniniuHa 0e3neuHicTh

laHuX MO maljieHTaM 3 A0C/i)KeHb 3 e()eKTUBHOCTI, SIK TPaBUIO, [JOCTAaTHLO,
11106 3abe3meunTy afieKBaTHY 0a3y JaHuX 3 Oe3reku repej peectparfieto J13.

3asfiBHUK TIOBMHEH HaJaTu MOPIBHAJIbHI [aHi IMyHOreHHOCTI 3a 12 MicsLiB
MarfiedTiB, ski Opamu ydacTb y JoC/i/pKeHHi(sX) edheKTUBHOCTI i3 BHOipkow 3-
MIiCSIYHUX IHTepBa/liB 1 TeCTyBaHHSIM, BMKODHCTOBYIOUM Basli[lOBaHUM aHasli3

aZleKBaTHOI Criel{u(iyHOCTI i Yy T/IMBOCTI.
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Kpim Toro, marotb O6yTH TIpOBe/ieHi BiATIOBiAHI aHa/Mi3K KPOBi, B TOMY UHC/Ii
Ha iHCy/miHO-TIOZIiOHMI (akTOop pocTy, 0iNoK-3, 10 3B’sA3ye iHCY/IiHO-TIOzNiOHMIM

dakTop pocTy, iHCy/iH HaTilleceplie i TJIF0KO31 B KPOBI.

5. PO3IINMPEHHSA ITOKA3AHD
MemoHcTpalliss edheKTUBHOCTI Ta Oe3reku y AiTel 3 Aedil[dTOM TOPMOHY
POCTy MOJKe [03BOJIUTU eKCTPario/IsALiif0 Ha 1HIII [ToKa3aHHA Mpernapary [MOpiBHAHHSA

TIPU TIPAaBUJIbHOMY OOTPYHTYBaHHi 3asiBHUKOM.
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TOJIATOK 5

PEKOMEH/JAIIIL 3 MTPOBEJEHHSA JOK/IIHIYHUX TA K/ITHIYHUX
JOCJIIIKEHD BIOJIOI'TYHO ITOAIBHUX JIIKAPCBKUX 3ACOBIB,
AKI MICTATh PEKOMBIHAHTHUM IHTEP®EPOH-AJTb®A
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1. BCTYII
Jlroacekuii  iHTepdepoH-anbda 2a abo 2b - ne gobpe Bigomi W

oxapakTepu3oBaHi  Oinku, 10  ckmajgaroThess 3 165 amMiHOKHMCIIOT.
Herniko3unboBaHuii 6ilok Mae Moseky/sipHy Bary npubmusHo 19.240 D. Bin
MIiCTUTh [IBa AUCYAb(QITHUX MICTKa, OAWH - MDK 3a/MilIKaMu IjdcteiHa 1 i 98, i
IHIIMK - MK 3amuiikaMu nucteida 29 i 138. IToc/ijoBHICTE MICTUTh TOTEHLIIUHI
ainsgHKy O-T/iiko3uasmii. s XapakTepucTuKy OiNKiB AocTymHi ¢i3nko-xXiMiuHi ¥
GionoriuHi MeToAM.

PekoMmbiHanTHMI iHTepdepoH-anbda 2a abo 2b 3acTOCOBYETHCS TIpH
Pi3HOMAaHITHMX 3aXBOPIOBAHHSX, TAaKUX SIK BipycHuM remnatuT B i C, neiikemis,
nAiMpoma, HUPKOBO-KJIITUHHA KaplMHOMa W MHOXWHHa wMienoma. [ligTunum
inTepdepoHiB-anibda 2a ¥ 2b maroTh pi3He KiiHiUHe 3acTocyBaHHS. IHTepdepoH-
asb(a 3aCTOCOBYETHCS K MOHOTeparlist abo B kombiHallii. [HTepdepon-anbda Morke
TIPOSIBJIAITA  [leKi/ibKa (hapMakoAWHaMiuHUX egeKTiB. BigHocHe 3HaueHHs LUX
edeKTiB MpU pi3HUX TeparneBTUUHMUX II0OKAa3aHHSX HeBigomo. Y 1iijioMy,
3acToCyBaHHsI iHTepdepoHy-aibda 2a abo 2b 3a OHKOMOTIUYHMMH ITOKa3HUKAMH
3HAYHO CKOPOTHJIOCS ¥ OyJi0 3amMiHeHO Ha iHIlli BU/H JTiKyBaHHSI.

Mo3a #i cxema MiKyBaHHS, HeOOXifgHi J/s1 AOCATHeHHs OakaHoi BifmoBizi
3HAYHO BapilOKTHCS MK Pi3HUMH TeparieBTUUHMMU MTOKa3aHHSIMU.

InTepdepoH anbda 3BUUAHO 3aCTOCOBYETHCS MiAILIKIPHO, XO0ua BiH TaKOX
MO>Ke BBOJUTHCS B/M i B/B. JlikyBaHHs iHTepdepoHOM-anbda 2a abo 2b nos's3aHe 3
pi3HOMaHITHUMU MOGIYHUMY peaki[isiMi, TAKUMU SIK TPUTIONOAIOHMIA CTaH, yToMa U
Miairig. Kpim Toro, iHTepdepoH-anbda MOB'A3aHUM i3 MCHMXiaTPUYHUMH,
remMaToJIOTiYHUMU ¥ HUPKOBHUMU TTOOIYHUMU eheKTaMMU.

Tepamisi iHnTepdepoHoM-anbdha 2a abo 2b Mo)Ke BHKIMKATA BHPOOJIEHHS
ayTOiMyHUX aHTWUTiN. [Ipy TepanmeBTMYHOMY 3acTOCyBaHHi iHTepdepoHy anb@da
CIloCTepirajvicss pi3HOMaHITHI IMyHO-OIOCepe/JKOBaHi IMOpYLIeHHs, Taki K
3aXBOPIOBaHHS LUTOBUAHOI 3a/103U, PEBMATOINHUM apTPUT, CUCTEMHHN YEPBOHUM

BOBYaK, HeBpOMaTil 1 BaCKY/JIiT.
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Cnocrepiranucs sIK He-HEeWTpasli3yrodi, TaKk i HeUTpali3yrui aHTUTLIA [0

inTepdepoHy-anbda, 1110 BBOAUBCSI.

2. COEPA [IIi
[Ii pexkomeHpaLii BHW3HAUAKOTH T[IPUHLMIM [JOK/IIHIUHUX Ta K/IIHIYHUX
JOCJTi/KeHb JTiKapChKUX 3acobiB, 1[0 MiCTSTh peKoMOiHaTHUM iHTepdepoH-ambda,
K CTBEp/PKYEThCS, € OiosoriuHo mo/AibHUM Tiperapary, I[0 BXKe peai3yeTbCs Ha

DUHKY.

3. JOKJ/IIHIYHI JOC/IIJKEHHSA

o TmouaTKy KaiHIiYHOI pPO3poOKM HeoOXigHO TIpoBeCcTH AOK/IiHiuHi
nocaimkenHs. i gocstimpkeHHsT TIOBUHHI OyTH TIOPiBHSAIBHUMH 3a XapakTepoMm i
CTIPOEKTOBaHI /i BUSIBJIEHHSI BifIMiHHOCTeH (PapmMaKO-TOKCUKOJIOTIYHOI BiJMOBiAl
Gionoriuno mozi6HOrO MiKapchkoro 3acoby, iKWl MicTUTH iHTepdepoH-ambha abo
riperiapaTy TIOPiBHSIHHS, a He JJis1 OL[iHKM camol BianoBigi. ITpuuHSTANW miaXiz
BHUMara€ TOBHOT'O OOIPYHTYBaHHS Y JIOK/IiHIUHOMY OTJISIII.

3.1. ®apmMakKoauHaMiYHi JOC/Ti/HKeHHS

locnioxceHHs in vitro:

s TopiBHAHHS BigMiHHOCTEM Yy OiosioriuHiii akTHUBHOCTI 6ionoriuHo
nozibHoro MiKapchbKoro 3aco0y i mperapaTy TOpPiBHSIHHS MO)KHa HaJlaTy JaHi psiay
TOPiBHS/IbHUX OiosioriuAnx mpo6 (Hamp., JOC/i/PKeHHS 3B'S3yBaHHS peIenTOpiB,
aHTUBIPYCHI edeKTW B K/ITHHHIM Ky/AbTypi, aHTUIposidepaTHBHUI edeKT Ha
KJIITHHHI JIiHIT TyX/JIMHA TI0AWHN), 0araTo 3 AKX MOXKYTh y>Ke OyTH B HassBHOCTI 3
biompob, mojgaHWX Yy CKaaAi  Jocke 3 sgKocTi. Ilo MoX/IMBOCTI, BapTo
CTaHJApTU3yBaTU aHaMITA4YHI MeTOAW U BajiyBaTh 3TifIHO 3 BiJNOBITHUMU
KepIBHUL[TBAMHU.

OpHak, BapTO BU3HATH OOMEKEHHSI [OCIi/I)KeHHS aHTUBIPYyCHUX edeKTiB y
CACTeMax KI/ITUHHUX KYJbTYpP, L0 EeKCIpecyrTh Bipyc rematuty C, OCKUIBKA

pe3y/JibTaT He KOPEeTIoIThCS A00pe i3 KIIiHIUHOIO BiATNOBiAAr0. SIKII0 MOXKIHBO,
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I7s1  BAMIpPY aKTUBHOCTI W edeKTMBHOCTI (CW/IM) BapTO 3aCTOCOBYBAaTH
CTaHIapTU30BaHi ¥ Bajli/J0BaHi Ki/bKiCHI aHaIi3Mu.

HocnidoceHHs in vivo:

Y NiATPUMKY TMOPIBHAJIBHUX JOC/IIKeHb [/ TOLIYKY K/IIHIYHUX [OKa3aHb
MOKHa Ki/lIbKiCHO TOpiBHIOBaTH (papMakoguHaMiuHy aKTHBHICTb O6iosioriuHo
nozibHoro ikapchbKoro 3aco0y ¥ mperiapaTy IMOPiBHSHHS 3 BUKOPHUCTaHHSIM:

- BiAnoBigHOI (apmakoJuHaMiuyHOI MO/Jie/li Ha TBapuHaxX (OL[iHKM edeKTiB Ha
dhapMakoAMHaMiuHi MapKepH, TaKuX 5K, HalpyKia/, aKTUBHICTb CMPOBATKOBOI'O
2',5'-ostiroaieHisiaTa). ITpu HeoOXigHOCTI, 11i BUMipH MOYKHA TTPOBO/IUTH K YaCTHHY
TOKCUKOJIOTIYHUX 0C/II/[)KeHb, OITMCAaHUX HIKUe

abo

- Ha TpUAATHIA Mojeni MyXAuMHU TBapuH (bOe3llepcTi Mull, 0 € HOCIIMU
KCEeHOTPAHCIUIAaHTATiB MYX/IMHU JIFOJUHU) ab0 Ha TIpUZATHIN aHTUBiIpyCHiN Mozeri
TBapUH.

3.2. TOKCUKOJIOTiUHI JOC/TiIHKeHHs

BapTo pos3rasHyTM [aHi AOCTiMKeHHS ofAHi€l 03U mpu  OaraTopa3’oBoMy
BBe/IeHHI y BianoBignux BuziB (iHTepdepoH-aibda MOACEKHMM MOXe OyTH
AaKTUBHUM Yy CipiMCBKOTO «30/I0TOT0» XOM'sKa). TpUBasIiCcTh JOCTiIKeHHsI TIOBUHHA
OyTH, IPUHANMHI, 4 THKHS.

HocnimkeHHss HeoOXiHO TIPOBOAMTU BifgmoBiAHO 10 BuUMOr «IlopsaKy
TIPOBe/IeHHST IOK/TiHIYHOTO BUBUEHHS JiIKapChKUX 3aC00iB Ta eKCIiepTh3u MaTepiastiB
JOK/TiHIYHOTO BUWBUEHHS J/iKAapChbKUX 3aco0iB», 3aTBeppkeHOro HakazoMm MO3
Ykpainu Bifg 14.12.2009 p. Ne 944 (3apeectpoBaHuii y MiHicTepcTBi rOCTHLIIT
Ykpainu 3a Ne 53/17348 Big 19.01.2010), «IIpumitok o HacTtaHOBU 3 JOK/IiHIYHOI
OLIIHKKA 0e3reyHOoCTi JTiKapChKUX 3aco0iB  0iOTeXHOJ/IOTiYHOTO  TTOXO/KEHHS»
(CPMP/ICH/302/95) i «Guideline on similar biological medicinal products
containing biotechnology-derived proteins as active substance: non-clinical and
clinical issues (EMA/CHMP/BMWP/42832/2005)».

OcobsuBe KepiBHULITBO 3 /IW3aiiHy 1 TIPOBe/IeHHS 1[bOT0 AOCTiPKeHHSI MOYKHa

TakoXX 3HauTM B «lIpumitkax g0 HacTtaHoBM 3 TIpOBeeHHSI JOC/TiKEHb
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TOKCAYHOCTI TIpU baraTopa3oBoMy 3aCTOCYBaHHI riperiapartiB»
(CPMP/SWP/1042/99). BinmnoBifgHi TOKCUKOKIHETMYHI BUMIpU BapTO TPOBOAUTH
(«ITpumiTkn p0 HacTaHOBU 3 TOKCUKOKIHeTHMKU: PekomeHpallii 3 OL[iHKU
CACTEMHOI0  BIUIMBY TpU  TMPOBEJEHHI  TOKCHUKOJIOTIUHMX  AOCTIIKEHb»,
CPMP/ICH/384/95) y Merkax JOCTiI>KeHHsT [JO3U /11 [IOBTOPHOTO BBEJIeHHS, BOHO
TOBUHHE BK/IFOUaTH BU3HAUEHHS YTBOPEHHS aHTUTLT («PekomeHpallii 3 OL[iHKA
iMyHOT'eHHOCTi TeparneBTUUHUX Oi/IKiB, O/|ep’KaHUX 3a JOTIOMOTr0r0 0i0TeXHOJIOTii»,
EMEA/CHMP/BMWP/14327/2006).

BignoBigHo g0 «IIpumiTok g0 HacraHoBu 3 TIpoBeJeHHS JOK/IIHIYHUX
JIOCJTiDKeHb MiCIIeBOi TIepeHOCHMOCTI JliKapchkux 3acobiB» (CPMP/SWP/2145/00)
BapTO HaJaTH [aHi IPO MiClieBy IepeHOCUMIiCTh, NMPUHAWMHI, A/ OJHOTO BUAY
TBapuH. [Ipu HeoOximHOCTi, TecTyBaHHS Ha MiCIleBy T[1€PEHOCUMICTh MO>KHA
TPOBOJUTU B MeXKaxX OIMCAHOI0 AOCIiIKEeHHS TOKCUYHOCTI 03U JJIs1 IOBTOPHOI'O
BBe/|eHHS.

HocnimpkenHs:  dapMakosiorii  6e3mekd, pemnpoAyKTUBHOI — TOKCHUKOJIOTIT,
MYTareHHOCTi W KaHL|ePOTeHHOCTI He € PYTMHHUMH BHUMOTaMM [Js1 JOKJIiHIYHOTO
TeCTyBaHHS1  Oiosioriuno  moAibHMX  MiKapchbKuX  3acobiB, 1[0 MiCTSTh

peKoMOiHaHTHUM JIIOIChbKUM iHTepdepoH-anbda K aKTUBHY CyOCTaHIIit0.

4. KJITHIYHI BUITPOBYBAHHSA

4.1.dapMakoKiHeTHUHI JOC/Ti/PKeHHSA

dapmMakoKiHeTHYHi BIaCTUBOCTI HiosoriuHo 1moziibHoro JlikapchbKoro 3acoby i
riperiapaTy TIOPiBHSHHSA MOXXHa TIOPiBHATH B TlepexXpecHUX JOC/iIKeHHSIX
OZJHOKPATHOI 103U TIPU TIAIIKIDHOMY Ta BHYTPILIIHbOBEHHOMY BBeJE€HHI 37j0POBHUM
0OPOBOJIBLISIM. [TepBUHHUM (hapMaKOKiHETUUHUM TiapamMeTpoM, 110
pekoMeHayeTbcs, € AUC (ruioma miJy KpUBOK), @8 BTOPUHHUMU nlapamMeTpaMu € Cmax
(MakcMMasibHa KOHIeHTpariss B KpoBi) i T1/2 (uamiBpo3max) abo CI/F
(knipeHC/6i0JOCTYIIHICTB).

Mexi ekBiBa/leHTHOCTI HeoOXiHO BH3HauaTW a priori i BigTOBiAHO

TiATBepAKyBaTH.
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4.2. ®apmakoguHaMiuHi AOC/TiPKeHHSA

Ichye psag @/l MapkepiB, TakuX sK aKTHBHICTb [32 MiKporiao0yJiHy,
HeonTepuHy 1 2°, 5-onuroajieHisiaT cUHTeTa3W, SIKi Ba)K/IWBI A/1s1 B3a€EMOZil MixX
inTepdepoHoM-anbda ¥ iMmyHHOIO cucteMoro. O6paHi 031 TIOBUHHI TiepeOyBaTH B
JIHIWHIN CriaJiHIM YacTUHI KPUBOI [103a-BiAnoBiab. Komu BigjHOCHe 3HaUyeHHST LIUX
edeKTiB y pi3HMX TeparieBTUUHUX TOKa3aHHSAX HeBiZloMo, BcebiuHa MOpiBHsIbHA
OL[IHKa TaKMUX MapKepiB T1iC/Is1 BBeleHHs MPOAYKTY, 10 TeCTyETbCs, Ta IpernapaTtom
TIOPiBHSHHS MOTJIO 6 HaJaTH MPU/aTHI/KOPHCHI JOTIOMI>KHI JIaHi.

4.3. KniniuHa e()eKTUBHICTh

4.3.1.ITonynsiisi maieHTiB

MexaHi3M [iii iHTepdhepoHy BK/IIOUAE Ki/lbKa Pi3HUX He3B'si3aHUX e(eKTiB.
[ToTpibHa meMoHCTpallis 1MoAi0HOI eheKTUBHOCTI MK MPOAYKTOM, II[0 TECTYEThCS, i
TperiapaToM IMOpPiBHAHHSA. [i MOXKHA ITPOBOJUTH y XBOPUX i3 XPOHIUHMM TeIIaTUTOM
C, sIKMM He TIPOBO/IW/H JIIKyBaHHS, 1110 BiZoOpa)keHO B TTOKa3aHHI [0 3aCTOCYBaHHS
MPOAYKTY TOpiBHAHHSA. [HIy(-i) momyssiito(-i) maijieHTa MOXKHa [JOC/i[IKyBaTH
3a/1e)KHO Bifi 6akaHMX TI0Ka3aHb (AuB. po3in Excmpanoasyis dokasy).

4.3.2.]Iu3aiiH Ta TPUBAJIICTh AOC/TiI)KeHHA

PekoMeHZyeTbCA paHOMi3OBaHe B Tlapajie/ibHUX TCpyrnax [OPiBHAHHA 3
TperapaToM TMOPiBHSIHHSA, MNPWUHAWMHI, TPOTAroM 48 TWwkHIB. AKIIO MOXX/IMBO,
JOC/i/PKeHHs1 TOBMHHEe OyTW MOABIMHUM C/IiNUM, NpUHAWMHI, TOKU He OyAyTb
OTpYMaHi [JaHi [/ 3aBeplleHHs [epBUHHOIO aHaiily. fKIo Lie HeMOXX/IUBO,
HeoOXifIHO JaTh OOTPYHTYBaHHS, a 3ax0Ju IIOJ0 3MeHIleHHsS BUHUKHEHHS
CHUCTeMaTUUYHUX MTOMHUJIOK BapTO UYiTKO BU3HAUWUTU B TPOTOKOJII.

Mo3a, X i criociO BBe#eHHS TMOBMHHA OyTH TaKUMU CAMHMH, SIK i J/Is
riperiapaTy MOpiBHSIHHS. [HTepdepoH-aib(a BapTO MpU3HAYaTH pa3oM 3 [iF0UMM
CTaHJAapTOM JIIKyBaHHSIM XPOHIUHOro remnatuty C U 3riflHO IHCTPYKLii 3 MeUYHOT O
ripyusHauveHHs J13.

Nn3aiiH  [OCTipKeHHsT TIOBMHEH OyTH TakuM, 100 aHaji3 MepBUHHOI
e(eKTUBHOCTI (TIepBMHHUM aHasli3 e()eKTUBHOCTI) NTPOBOJMBCA Ha 12-My TWXKHI /i

BCiX TIAI[i€HTIB, 1110 6epyTh ydacTb. Kpallla ToMoreHHa Momnyssiisi (OJUH €IUHUM
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reHorur Bipycy rematuty C). OfHak, sKII[0o 00paHO 3MilllaHy TOIYy/IsLito, ii Tpeba
cTpatudikyBaB BiZinoBiAHO /0 reHOTUIY Bipycy rematuty C.

4.3.3. KinneBi Touku

[lepBuHHa. BipycosioriyHa BIiAMOBigb, 110 BUMIPIOETbCA Ha 12-my THXKHI
CIiBBiJHOIIIEHHSIM TiaLlieHTiB 3 HeBusiBieHUMU piBHsIMU PHK HCV (rematuty C) no
KisbkicHoi TIJIP (mosiiMepa3Ho-/aHIIOroBOI peakiiii). HeobximHo oOrpyHTYBaTH
KiIbKiICHMM aHasli3, 1110 BUKOPUCTOBYeThbCs A Bumipy PHK HCV Ta kputuuHe
3HaUeHHS aHai3y (PeYOBUWHH, L0 BUSB/ISETHCS MPU aHaslisi), 110 3aCTOCOBYETHCS.
[lBopa3oBe 3HWKEHHS BIipyCHOrO HaBaHTakKeHHS MoXKe OyTh CyMyTHBOMO
TIePBUHHOK0 KiHLIEBOI TOUKOHO.

BropunHa. BipyconoriuHa BifnoBiib Ha 4-My TWKHI M HaOpUKIHLI
JIIKyBaHHSI; TpWBaja BipyCcOJOTiuHa BiAMOBiAb (24 TWKHS TMiC/AS 3aBepIlIeHHS
nmikyBaHHs1); 3MiHa O0iOXiMiYHMX TIOKa3HUKIiB T€UiHKM, BKJ/IIOYalOUMd piBHi
TpaHCaMiHa3U ¥ 3aXBOPIOBAHICTh.

4.4. KniHiuHa 0e3meuHicThb

Mani 3 6e3meku BapTo 30MpaTH y MAI[i€HTIB IMiC/Ig TOBTOPHOTO J03YBaHHS B
TOPIiBHANIBHOMY K/IiHIYHOMY BUIIPOOYBaHHI TpPOTATOM TMepioAy JiKyBaHHA M
HACTYIHUX 24 TWKHIB KOHTpoM0. KibKicTh maifieHTiB moBUHHA OyTH JOCTaTHBOIO
JJIsT TIOPiBHSUTbHOI OL[iHKKU Tipodisito 1obiunux edekTiB. HeoOXigHO BK/IIOUNTH
BiIXW/IeHHST BiJi HOpMU J1aDOpPaTOPHUX ITOKA3HUKIB [l iMyHOOITOCepeKOBaHUX
nopyiieHb. IIpodine Gesrieku moBuHeH OyTu moAiOHUM [0 Tipodimto Oe3mexu
TpernapaTiB MMOPiBHAHHS [/I1  PO3TOBCIO/PKEHUX TMOOIiUHMX sBUI (TaKUX $K
TpUIionoibHui CcTaH, ajorellis, Mia/ris, JelKoreHis, aHeMisi #f TpoMOOLIUTOTIeHis).

4.5. IMyHOTr eHHiCTb

[TopiBHsI/IbHI [1aHi 3 iMyHOreHHOCTi (piBHI aHTHUTIi/I) BapTO MpeACTaBUTH Mif
yac mnepiofy JIiKyBaHHS M HACTyNHUX 24 TWKHIB KOHTPOJIIO BIZAMNOBIZHO [0
TIpUHLUIIB, 1110 omvcaHi B «Guideline on similar biological medicinal products
containing biotechnology-derived proteins as active substance: non-clinical and
clinical issues EMA/CHMP/BMWP/42832/2005)» i «PekomeHjaljisiX 3 OL[iHKU

iMyHOTeHHOCTi TeparneBTUUYHUX OifKiB, ofiep)KaHUX 3a ZI0TIOMOT0I0 0ioTeXHOIOoTii»
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(EMEA/CHMP/BMWP/14327/2006). AHTUTI/IA, SKILO TIPUCYTHi, MOBUHHI OyTH
[IOlaTKOBO OL{iHeHi, Harp., Ha HEeWTpa/li3yluy 34aTHICTb 1 pe3yJbTyIOUuui
noTeHLlian A0 BIuMBY Ha edekTuBHicTh r-IFN-alfa. Kpim Toro, BapTo po3rnsiHyTu
Oyab-sIKWl TIOTeHIias 10 HelTpartizallii edeKTy eHAOreHHOTO (-X) iHTephepoHy (-B)
(TobTO, PO3BUTOK ayTOiMyHiTeTy). By/ib-sKUii BIUIUB iMyHOT'€HHOCTi BapTO yBa’KHO
OLIIHUTH B 0Ci0, sIKi:

® He BIAIOBIJalOTh Ha JIIKYBaHHS;

® [epecTar0Th BiMOBIAATH Mij] YaC MePBUHHOIO JIIKYBaHHS;

® TPOSIBJISAIOTh Heriepe0aueHi nobiuni peaxiiii abo BijloMi

IMyHOOIIOCepeIKOBaHi BUILIA.

5. EKCTPAIIOJIAIIA JOKA3IB
B mpuHLuIl, ekcTpamnosislisi OZHOr0 TepareBTAUYHOrO TOKa3aHHsA Ha IHIe
MiJX0AUTh Y TOMY BHUIAZIKy, KOMM BiJjoMO, 1[0 MexaHi3M il Ta/abo peliernrop
OyayTb TakKMMH CaMHUMH, SIK i ymoBa(u), Ajs sIKOi(MX) BCTAHOBJIEHAa TIOAiOHICTb
1110710 e()eKTUBHOCTI.
SIKII0  JOC/Ti/KYIOTh TIOKa3aHHs, KOJM HEeBijoMo, 1[0 MexaHi3Mm fii Oyze

TaKMM CaMHM, TaKy eKCTPArioJsiL{if0 BapTO BiITIOBiTHO OOTPyHTYBaTH.
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TIOJIATOK 6

PEKOMEH/IAIIIL 3 TPOBEJIEHHS JOK/IIHIYHUX TA K/JIITHIYHUX
TOCJIIIDKEHB BIOJIOTTYHO IOAIBHUX JIIKAPCHhKHNX 3ACOFBIB,
SIKI MICTATH PEKOMBIHAHTHUN I'PAHYJIOIIUTAPHUI
KOJIOHIECTUMYJ/TFOIOUNIN ®AKTOP
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1. BCTYII
['paHy/OIUTaPHUM  KOJIOHIECTUMYJ/TIOIOUMM  (pakTOp /MOAWMHM - OioK 3

OJVHUYHHM MOJIINeNTHIHHUM JIaHLIFOTOoM 3 174 amiHOKHC/IOT i3 O-T/IiKO3U/IH0BaHHSIM
Ha OZJHOMY 3a/TULLIKY TPEOHIHY. PekombiHaHTHi rpaHyJ/I0LUTapHi
KOJIOHIECTUMYJIFOIOUI  (paKTOpH, 110 TpoAyKytoTbcsa B E.coli (¢inrpactum) Ta
KMTUHHIN JIiHil sl€eUHUKa KUTAlChbKOTO XOM’sika (JIeHOrpacTuM), TepeOyBaroTh y
K/IIHIYHOMY 3aCTOCYBaHHI. N TIOPIBHSHHI 3 rpaHyJIOLIUTapHUM
KOJIOHI€ECTUMYJTIOFOUMM (DaKTOPOM, 1110 OTPUMaHUH i3 K/IITUHHOI KY/IbTYPH JIFOAUHU
1 ccaBmiB, 6inok E.coli Mae mogaTKoBUi amiHO-TepMiHa/IbHUN METiOHIH i HisIKOTO
TJIIKO3U/TFOBAHHS. binok PEKOMOiHAHTHOTO I'PaHyJ/IOLIUTapHOT' 0
KOJIOHIECTUMYJTIOFOUOTO (PaKTOPy MICTUTh OJWH BiJIbHUM 3a/IMILOK LUCTeiHYy Ta ABa
mucynbdigai 3B'a3ku. s XapakTepucTUKM Oika gocTymHi (i3uko-ximMiuHi #
GionoriuHi MeToAM.

EdekTy rpaHy/OUTapHOTO KOJIOHIECTUMYJIIOOUOTO (PaKTOpPy Ha KI/IITHUHU-
MillleHi orocepesKOBaHi 3a ZIOTIOMOTOI0 MOT0 TpaHCMeMOpaHHOTO periernTopa, 1o
dbopMye ToMO-0JIirOMeTPHUYHI KOMIJIEKCU TpU 3B'a3yBaHHi jiranay (-iB). byso
i30/1bOBaHO Ki/ibKa i30(hopM pelierniTopa rpaHy/JI0LUTAPHOTO KOJIOHiECTUMYJIFOIOUOTO
dakTopy, sKi BUHUKaIOTh TIpH ajbTepHaTUBHOMY cruiaiicuHry PHK, 1o Bege g0
PO3XO/PKeHb B iHTPALMTOIUIa3MaTUYHUX TIOC/IiJOBHOCTSAX. Bimoma ofHa po3uvHHA
i3opopma. OpHak MO3aKIITUHHI JiraHA-3B’si3ytoui  [iSHKU Bigomux i30dhopm
ineHTnyHi. B  pesysnbTaTi edekTH peKOMOIHAHTHOTO  T'PaHYJ/OLUTAapPHOTO
KOJIOHIECTUMYJIFOIOUOrO  ()akTOpy OIOCEPeJKOBYIOTHCSI 3a JIOMOMOrOK  KJlacy
peLerTopiB 3 0/IHAKOBOIO a(iHHICTIO.

AHTHUTI/Ia 0 peKOMOIHAHTHOTO TPaHYJIOLUTAPHOTO KOJIOHIECTUMYJTHOIOUOTO
daktopy, 1o npoaykyroThcsi B E.coli Ta y el yac 3HaxoAdTbCsi Ha PUHKY,
BUHUKalOTh HeuacTo. He onmcaHo, 1[0 BOHU BUK/IMKAKOTH 3HAUHI HaCHIAKUA A1
e(eKTUBHOCTI abo Oe3reku. PekombiHaHTHUH rpaHy/IOLIUTapHUM
KOJIOHIECTUMY/TIOIOUMM  (DaKTOp BBOAUTHCA MiAIIKIpHO ab0 BHYTPIllTHLOBEHHO.

Mo>x/vBi pakTOpy pU3MKY IMYHHOI BiZITIOBIJ, 1110 TTOB'A13aHi 3 MaL[ieHTOM, HEBIZIOMi.
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2. COEPA JIi
Y 1uxX peKoMeHZAllisiXx BHUK/QJeHI 3arajbHi BHUMOTM 3 JIeMOHCTpaLil
TOPIiBHSHHOCTI  IBOX JIIKAPCBKHUX 3aco0iB, 1[0 MiCTATb PEKOMOiHAHTHHI

rpaHy/JI0LMTapHUM KOJIOHIECTUMYITIOOUNH (hakTop.

3. JOKJVIIHIYHI JOC/II/IDKEHHSA

INo mouaTKy K/iHiuHOI pPO3po0OKM HeoOXifiHO TIPOBeCTH JOK/TiHiuHi
nocaimkenHs. Li mocstimpkeHHs TOBUHHI OyTH TMODPIiBHSUTbBHUMHU 3a XapaKTepoOM Ta
CTIJIaHOBaHi /11 BUSIBJIEHHSI BiAMiHHOCTelM (hapMaKO-TOKCUKOJIOTIUHOI BiAMOBiAl y
GionoriuHo momibHOro JHiKapCchKOTO 3aco0y ¥ rperapary TOpiBHSIHHS, a He /s
OLIIHKK camoi BifmoBimi. ITpuiHATHI MigXim BMMarae IOBHOTO OOIPYHTYBAHHS B
[IOK/TIHIYHOMY OIVIAZ].

3.1. dapMmakoaArHaMIYHi JOC/Ti/PKeHHS

In vitro docniddtceHHs:

Ha  piBHi  penentopa  C1i;  TPOJAEMOHCTPYBaTH  TOPIBHAHHICTH
JOC/TiHKyBaHOTrO (IO TECTY€TbCSA) M KApChKOro 3aco0y TIOpiBHSHHA Y
BiZITIOBiIHUX in vitro 6iorpobax, Ha KiTHHaX, ab0 KibKiCHUX aHasi3ax 3B'SI3yBaHHS
petienitopiB. Taki maHi MOXyTb yxe OyTW [JOCTyrMHiI Ha mifcTaBi 6iompo0, ski
BUKOPHCTOBYBAMCS /i1 BUMipy e()eKTUBHOCTI B OLiHI[i 0i0/IOTiUHUX BIACTHBOCTEM
y wmogaynai 3. BaximmBo, m00 KiMbKiCHI aHami3d, IO 3aCTOCOBYIOTHCSA ISt
TIOPiBHSAAHHOCTI, Ma/Ii BiJMNOBIJHY UYT/IMBICTb [0 BUSBJIEHHS PO3XOKeHb, i 1110
eKCIepUMEHTH IPYHTYIOThCSI Ha JOCTATHIU KiJTbKOCTI pO3Be/leHb [/ OAHI€l KPUBOI,
11100 TIOBHICTIO OXapaKTepu3yBaTH 3B'I30K KOHIIEHTpallis-Bi/IlIOBi/b.

In vivo docaioxceHHs:

Nns mopiBHAHHA (apMakoguHaMiuHUX edeKTiB OiosoriuHo mozibHOTO
nmikapcekoro 3acoby (0 TecTyeThCs) ¥ Tperapary TIOPiBHSHHSA — CJIiJ
BUKOPUCTOBYBATH in Vivo MOZeJi Ha IIJypax, HeUTPOMNEeHIYHi Ta He-HeUTPOIIeHIuHi.

3.2. TokcuKo/I0riuHi JOC/TiPKeHHA

Cnif, HaflaTh [aHi, TPUHAKWMHI, OJHOrO MAOC/IPKeHHS O03U /IS Pa30BOro

BBe/leHHs. TpuBamicTh [AOCTi[)KeHHS TIOBUHHA OyTH TIpUHaWMHI 28 [HIB.
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HocnmimkeHHss i TPOBOAWTU BiAToBigHO a0 BUMOr «[lopsiagky TipoBejeHHs
JOK/TiHIYUHOTO BHBUEHHSI JIKAPCHKUX 3acO0iB  Ta eKCrepTu3d MaTepiasiB
JOK/TiHIYHOTO BHWBUEHHS J/KapChKMX 3aco0iB», 3aTBep/pkeHOro HakazoM MO3
Ykpainu Bifg 14.12.2009 p. Ne 944 (3apeectpoBaHuii y MiHicTepcTBi OCTHLIIT
Yxkpainu 3a Ne 53/17348 Big 19.01.2010), «ITpumitok fo HacraHoBu 3 mpoBesieHHS
JIOCJTiPKeHb TOKCHYHOCTI TIpM 6GaraTopa3’oBOMy 3aCTOCYBaHHiI MperiapaTiB»
(CPMP/SWP/1042/99), BoHO noBHHHe BK/IOYaTH (i) (hapMakogyHaMiuHi BUMIpU U
(i) BigMOBiAHI TOKCMKOKIHETHYHI BUMIpU BifmnoBigHO a0 «IIpumiTok g0 HactaHoBu
3 TOKCUKOKIHETHUKH: PekoMeHJallil 3 OL[IHKM CUCTEMHOI'0 BIUVIUBY MPU IPOBeJEeHHI
TOKCUKOJIOTIUYHUX  fociimkenb» (CPMP/ICH/384/95). Y 1upoMy KOHTEKCTI
0COO/MMBY yBary CjIifi IpUITATH AOC/TiHKEeHHI0 iIMyHHHMX BifTIOBifel Ha miKapchbKi
3acobm.

BigmoBigHo g0 «IIpumiTok n0 HactaHoBU 3 TIpOBefleHHSI JOK/IIHIUHUX
JI0CJTiKeHb MicIieBOi TIepeHOCHMOCTi Jiikapcbkux 3acobiB» (CPMP/SWP/2145/00)
C/if HaJaTA [AaHI MPO MiCLeBy MNepeHOCUMICTb, MPUHaWMHIi, AJsi OAHOTO BUAY
TBapuH. I[Ipy HeoOXiAHOCTI, MOCTIPKeHHS MicI|eBOi TIepeHOCHMOCTI MO>KHA
TIPOBOIUTH B M€JKaxX OINKUCAHOrO JOCIiPKeHHSI TOKCUYHOCTI 03U [J1s1 TIOBTOPHOTO
BBe/|eHHSI.

HocnimkenHss  dapMmakosiorii  6e3mekd, pemnpoAyKTHBHOI — TOKCHUKOJIOTIT,
MYTareHHOCTI W KaHLIePOTeHHOCTI He € PYTUHHUMH BUMOTaMH [Jisi JOK/IiHIYHOTO
TeCTyBaHHs  OiosioriuHo  moOAiOHMX  MiKapcbkux — 3acobiB, 1[0 MIiCTATh
PeKOMOiHAaHTHUIN TpaHy/IOLMTAPHUN KOJOHIECTUMY/IOIOUNi (DaKTOp, K aKTHBHY
cybcraHiiito.

4. K/TIHIYHI BUITPOBYBAHHSA

4.1. dapMakoKiHeTHUHI AOCTi)KeHHA

dapMaKOKiHeTHUHI BIaCTUBOCTI GiosoriuHo mozibHOTro JikapchbKoro 3acoby
1 mperapaTry NOpPiBHSHHS MO)KHA TTOPiBHIOBAaTH B MepeXpecHrX AO0C/IiIKeHHSIX 4031
[/1S1 OIHOPAa30BOr'0 BBEJIEHHS 3a JOMOMOIOK MiZIIKIPHOTO Ta BHYTPILIHbOBEHHOIO
BBesleHH. [lepBuHHMM (papmakokiHeTnyHUM (PK) mapamerpom € AUC (muioma mif

KpUBO), a BTopuHHUMHU DK napameTpamu € Cpax (MaKCMMaabHa KOHI[EHTpaLlisi B
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KpoBi) i T1/2 (HamiBpo3max). [l AeMoHCTparlii MoAiOHOCTI 3aCTOCOBHI 3arasibHi
TIPUHLIUIIN.

4.2. ®apMmakoguHaMIiuHi AOC/TiPKeHHSA

A6conmoTHUM TIoKa3HUK BMicTy HelTpodiniB (ANC) € 0CHOBHMM/3HaUMMUM
dapMakoJUHaAMiYHUM MapKepoM aKTUBHOCTI peKOMOiHaHTHOTO T'PaHyJ/IOIUTapHOTO
KOJIOHieECTUMY/TFO0Uoro  dakrtopa. PapmakoavHaMmiuHuii  edeKT  0iosoriuHo
noziibHoro Jikapcbkoro 3acofy (0 TecTyeTbCsl) U TiperapaTy MODPiBHSHHS
HeoOXi/IHO TIOPiBHIOBATH 3a y4YacTIO 3/10pOBUX 06poBo/biiiB. O6paHi 1031 TTIOBUHHI
nepebyBatu B MiHiWHINA crafHili YacTUHI KpUBOI 703a-BiAgmMoBigb. MOXyTb OyTH
KODUCHI [IOCTiKeHHs TIpU OibIl, Hi>)K ofHOMY PpiBHi [03u. I[ToKa3HUK BMICTY
CD34" Bapto peectpyBaTu siIK BTOpuHHY @]] KiHIleBy Touky. Ciizi 0OIpyHTYyBaTH
[iiarna3oH MOPiBHAHHOCTI.

4.3. locaifpkeHHA K/IIHIYHOI e()eKTUBHOCTI

PekoMOiHaHTHUM  JIFOJCBKWIM  TPaHYJ/IOLMTAPHUM  KOJIOHi€ECTUMYFOIOUNIA
(akTOp MOKe BUKOPHMCTOBYBATUCS B J€KIIBKOX LIi/ISIX, TAKUX SIK:

- 3HIKEHHS TPHMBAJOCTi HeWTpomeHili Ticias ximioTepamii paky abo
MienoabnaTUBHOI ~ Teparii, TMicasg AKWX TIPOBOJWUTHLCA TPAHCIUIAHTALLiS
KiCTKOBOI'O MO3KY;

- Mo0imi3arlis KmiTHH-TIonepeIHNKIB reprdepruHoi Kposi (PBPCs);

- i1 JIIKyBaHHS CEpPMO3HOI BpO/PKEHOl, LMK/IIYHOI 4YM ifjiomaTU4YHOI
HEeWTPOIIeHil;

- JIIKyBaHHSI CTIMKOI HEUTPOMeHii y TMalji€eHTiB 3 MNPOrpecyrouuMM BipyCOM
imyHozedituTy moguuu (BIJT).
o3y, mnsixu BBeleHHSI MOXKYTh BapitOBaTH MPHY LIUX 3aXBOPIOBAHHSIX.
PekomeH0BaHOIO KJIIHIYHOK MOZE/UIK0 [Jid JeMOHCTpaLiil TIOPIBHSHHOCTI

Gionoriuno mozibHOro siKapchbkKoro 3aco0y Ta TiperapaTy TIOPiBHSHHS €
rpodisakTMKa Cepiio3HOi HeWTpomeHii Ticas I[UTOTOKCHYHOI XimioTepamii B
OJIHOPIJHMUX Tpynax Talli€eHTiB (HaNMpuK/Ia[, TUMN TyXJWUHYW, TIONepefHs Ta
3arylaHOBaHa XiMioTeparrisi, a TAKOXK CTafiisi 3axBopioBaHHs). L[ Mozens moTpebye

CXeMU TIpUUOMY XimioTeparii, siKa, SIK BiJOMO, iHAYKY€ CEPUO3HY HEUTPOIEHII0 Y
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raljieHTiB. [IOpIBHAIBHOIO JOCTIAKEeHHS 3 IBOMAa IpyIiaMHy € JOCTaTHbO B MOJEJISAX
ximioTepariii 3 BifJOMOI0 YaCTOTOIO Ta TPUBAIICTIO CEPMO3HOI HeWTpormeHii. SKIo
BUKOPHCTOBYIOTLCS iHIN CXeMH IIPUMOMY XiMioTepariii, Mo>xe OyTH HeoOXiZHMM
JOCTiDKeHHsT 3 TphbOMa TIpyNaMy, BKIouatoun Twuiaieb6o. CrOHCOp TIOBHHEH
OOIpYHTYBaTU TOPiBHSIHHICTL TOXWUOKYU [i/Isi TIEPBUHHOI 3MiHHOI edeKTUBHOCTI,
TPUBAICTh Cepiio3HOI HelTporieHii (abcosoTHe uncio HelTpodiniB (ANC) HiKue
0.5 x10°m1). YactoTHicTe (eOpHUIbHOI HeMTpoIreHii, iH(eKI[ii Ta KyMy/IsTHBHOI
71031 PEeKOMOIHaHTHOTO TPaHYJIOLUTAPHOTO KOJIOHIECTUMY/IIOI0UOro (akrtopa €
BTOPDUHHUMM 3MiHHUMHU. OCHOBHY yBary CJiffi TPUAUIMTA TepPLIOMY LIUKITY
ximioTepartii.

[emMoOHCTpallisi K/IHIYHOI TMOPIBHAHHOCTI B MOJe/JsIX 3 IHAYKOBaHOK)
xiMioTepani€ro HEUTPOMNEHIE [03BOJIUTh MTPOBOAUTH €KCTPAMoJIsALi0 pe3y/bTaTiB
Ha IHIII [T0Ka3aHHA IperapaTy [OPIBHAHHS, SIKI[0 MeXaHi3M il € OHaKOBHUM.

AslbTepHaTUBHI Mogesi, BK/IHOUaroud (apMakoAWHaMIiuHi AOC/iI)KeHHS Yy
3/J0pPOBUX Z100POBOJIBLIIB, MOXKYTh PO3TJISIAATUCS JJisI eMOHCTpALlii MOpiBHIHHOCTI,
AKI[0 OOrpyHTOBaHO. B Takux BWIMagKax CIIOHCOD TIOBMHEH 3HAaWTH HAayKOBY
PEKOMEHZIAIIif0 IT0/[0 TU3aiHY Ta TPHUBAJIOCTi JOC/iI)KeHHs, BUOOPY /103, KiHIIeBUX
TOYOK e(heKTUBHOCTI/hapMakoAMHAMIKH Ta MeK TTOPiBHSIHHOCTI.

4.4. KniniuHa 0e3neka

Nani Ge3rieku TOBUHHI 30UpaTHCs B TPYyIl Mal[i€HTIiB TIiC/ig TMOBTOPHOTO
TIPUMOMY /103U TlepeBa)KHO B MOPIBHSVIBHOMY KIIIHIYHOMY [OCJi/pKeHi. 3arajbHa
eKCIIO3WLliA  TIOBMHHA  BIAMOBiZATU  eKCHO3ULii  CTaHZApPTHOIO  KypCy
XiMiOTepaneBTUYHOIO JIiKyBaHHS 3 [eKilbKOMa LMK/JaMd. 3arajibHUM Mepiof
CTIOCTepe)KeHHS 3a TaljiEHTaMM TIOBMHeH OyTu mpuHaiiMHi 6 MicsaiiB. KisbKicTb
MaljieHTiB TOBMHHA OyTH [JOCTaTHS [/ OIL[iHKM Tpodimo MmobiuHmx edekTis,
BK/IFOUatoun 0ib y KicTKax Ta jabopaTopHi TOKa3HWKH, 10 BiAXUISIOTBCS Bif
HopMU. [aHi iMyHOTeHHOCTI TIOBHMHHiI 30MpaTHCS 3TifHO 3 TPUHIUIIAMU, III0
omcaHi B «Guideline on similar biological medicinal products containing
biotechnology-derived proteins as active substance: non-clinical and clinical issues

(EMEA/CHMP/BMWP/42832/2005).
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9. IIEPEJIIK PEKOMEHIOBAHUX JKEPEJI
. dupektuBa €Bpornelkickkoro Ilapnamenty Ta Pagu €C 2001/83/€C 3
TIOTPaBKaMHU.
. 3akoH Ykpainu «IIpo sikapcbki 3acoou» (124/96-BP).

«HacranoBa Jlikapceki 3acobu. HanexxHa sabopatopHa mpaktnka CT-H
MO3Y: 2008», 3atBepakeHa Hakazom MO3 Ykpainu Big 16.02.2009 Ne95.
«[TopsiloK TMpOBe/ieHHsI AOK/IiHIYHOrO BHBYEHHS JIiIKApChbKUX 3acobiB Ta
eKCITepTHU3U MaTepialiB JOK/IiHIYHOrO BHWBYEHHS JIIKAPCHKUX 3aco0iB»,
3aTBep/yKeHuM Hakazom MO3 VYkpainm Big 14.12.2009 p. Ne 944
(3apeectpoBanuii y MiHicTepcTBi toctvwii Ykpainm 3a Ne 53/17348 Bif,
19.01.2010).
. «IlopsiloK TIpOBe/IeHHS] KJIiHIYHUX BUIPOOyBaHb JiKapChKUX 3acobiB Ta
eKCTIepTU3u MaTepiasiB K/IiHiYHMX BUIPOOyBaHb», 3aTBepKeHUM HaKa3oM
MO3 VYkpainu Big 23.09.2009 p. Ne 690 (3apeectpoBaHuii y MiHicTepCTBi
roctullii Ykpainu 3a Ne 1010/17026 Big 29.10.2009).
. Ilpumitku g0 HactaHOBU 3 MpoBelleHHs JOK/IIHIYHUX AOC/iI)KeHb MIiCLIeBOL
TepeHOCUMOCTi Jikapcbkux 3acobiB (CPMP/SWP/2145/00).
. Ilpumitkn no HacTaHOBM 3 MpPOBeNEHHS JOC/I[I)KEHb TOKCHUYHOCTI TP
baraTopa3oBomy 3actocyBaHHi riperiapaTiB(CPMP/SWP/1042/99).
. Ilpumitkn 0 HacTaHOBM 3 TOKCUKOKIHETUKU: PekomeHalii 3 OL[IHKU
CMCTEMHOTO BIUIMBY TIpU TIPOBEJEHHI TOKCUKOJIOTIYHMX JOC/i/PKeHb
(CPMP/ICH/384/95).

. [Ipumitku no HacraHoBu 3 00OpOOKM [JaHUX BiJITIOBITHO [0 HaIEXHOI
K/IIHIYHOI TIpaKTHMKU: BU3HAUEHHS Ta CTaHJAapTU eKCTPeHUX IOBiJOMJIeHb

(CPMP/ICH/377/95).

10.ITpumiTKa/pekomenallis Mi>kHapoHOI KOH@epeHIIii 3 rapmoHi3ariii 1110/0

TJIaHyBaHHS 3ax0/iiB 3 hapmakosoriuyHoro Harsigy (CPMP/ICH/5716/03).

11.Pekomenganii ICH, Po3gin S6 — Ilpumitku no HactaHoBU 3 [OKJIIHIUHOL

OLiHKM 6e3rmeuHocTi JIiKapchKUxX 3aco6iB 6iOoTeXHOJ/IOTIUHOTO MOXOKEeHHS

(CPMP/ICH/302/95).
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12.Pekomengariii ICH, Posgin E10 — Ilpumitku go HacraHoBu mpo BHOIp
KOHTPOJIBHOI TPy AJ1s1 K/iHiuHuX goctimkens (CPMP/ICH/364/96).

13.PekoMenatiii mogo 6GiosoriuHo mofiOHMX MiKapChKMX 3ac00iB, aKTUBHOIO
CcyOCTaHIIi€l0 SKUX € 0i0TeXHOOTiUHO ojiepsKaHi Oi/KW: BUMOTH [JI0 SIKOCTi
(EMEA/CHMP/BWP/49348/2005).

14.PekoMeH/ja1lii 3 TIpoBeleHHs K/TiHIUHUX JIOC/TiIXKeHb JTiKapChKUX 3aco0iB, sKi
3aCTOCOBYHOThCS [I/11 TIPO(iIaKTUKKA BUCOKOTO PU3UKY PO3BUTKY BEHO3HOI
TpomboeM6oytii iz uac i micsst onepariii (CPMP/EWP/707/98 Rev. 1).

15.PekoMeH/ja1lii KepyBaHHSI i3 PO3pPOOKM CHUCTEM VIIpaBJIiHHSA PU3UKAMM ISt
MKapchbKUX  3aco0iB, TIpU3HAUEHWUX [ 3aCTOCYyBaHHSA Yy  JIFOJWUHU

(EMEA/CHMP 96286/2005).

16.PekomeH/a1fii 3 OI[iHKY iMyHOT€HHOCTi TeparieBTUUHUX Oi/KiB, 0/lep>KaHUX 3a
noroMororo biotexHosorii (EMEA/CHMP/BMWP/14327/2006).

17.ICH M3(R2) PekomeHzaljii 3 TpoBefieHHs JOK/IHIUHOTO MAOC/Ii/IyKeHHS
Oe3neuHoCTi Ay 37iliCHEHHS KJIiHIYHMX BUMpoOyBaHb Ha JIIOAAX Ta
oopM/IeHHSI peeCTpaLiiiHOro CBifionTBa /s (papMalleBTHUHMX 3aco0iB
(CPMP/ICH/286/95).

18.Guidance on similar medicinal products containing recombinant human
soluble insulin (EMEA/CHMP/BMWP/32775/2005).

19.Guidance on similar medicinal products containing somatropin

(EMEA/CHMP/BMWP/94528/2005).

20.Guidance on similar medicinal products containing recombinant granulocyte-
colony stimulating factor (EMEA/CHMP/BMWP/31329/2005).

21.Guideline on non-clinical and clinical development of similar biological
medicinal products containing low-molecular-weight-heparins
(EMEA/CHMP/BMWP/118264/2007).

22. Guideline on similar biological medicinal products (CHMP/437/04/), Tak

3BdHd «KOMIIJ/IEKCHd HACTAHOBA».
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23.Guideline on similar biological medicinal products containing biotechnology-
derived proteins as active substance: non-clinical and clinical issues
(EMEA/CHMP/BMWP/42832/2005).

24.Guideline on similar biological medicinal products containing biotechnology-
derived  proteins as  active  substance @ —  quality  issues

(EMEA/CHMP/4924/05).

25.Guideline on non-clinical and clinical development of similar biological
medicinal products containing recombinant erythropoietins (Revision)

(EMEA/CHMP/BMWP/301636/2008).

26.Non-clinical and clinical development of similar medicinal products
containing recombinant interferon alfa

(EMEA/CHMP/BMWP/102046/2006).
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